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The present invention relates to a series of new pyridyloxy derivatives which have the ability to inhibit the 
secretion of gastric juices and which may thus be used for the treatment and prevention of ulcers. The invention 
also provides methods and compositions using these new compounds for such treatment and prevention and 
processes for the preparation of these compounds. 
5 Peptic ulcers are said to occur when there is an imbalance between factors which attack the gastrointes- 

tinal mucosa and factors which defend the gastrointestinal mucosa. The gastric juice is among the attacking 
factors. Accordingly, if its secretion could be inhibited, this would be useful for the prevention and therapy of 
ulcers. 

Among the drugs so far proposed for the inhibition of gastric juice secretion, anticholinergic agents and 

10 histamine-H2 receptor antagonists (such as cimetidlne) have been widely used clinically and have had consid- 
erable success, although they are not free from disadvantages. For example, anticholinergic agents have ex- 
hibited a range of side effects, including inhibition of movement of the gastrointestinal tract, thirst, mydriasis 
and inhibition of sweating. Some of the histamine-H2 receptor antagonists also have undesirable side effects 
on the central nervous system, and may also have an antagonistic effect on androgens. Moreover, it is thought 

15 that the histamine-H2 receptor antagonists may weaken mucosal protecting factors after long-term adminis- 
tration, and recurrence of ulcers after withdrawal of these drugs has also been observed. Since recurrence 
is thought to be caused by a decrease in the protecting factors, a drug having the ability both to inhit>it gastric 
juice secretion and to potentiate protecting factor activity would be highly desirable. 

We have now discovered that a series of pyridyloxy derivatives having a certain specific and limited class 

20 of substituents has the desired combination of gastric juice secretion inhibitory activity, anti-ulcer activity and 
defence factor potentiating activity, and may therefore be used in the treatment and prevention of gastric ulcers. 

A number of compounds having anti-ulcer activity and similar structures to the pyridyloxy derivatives of 
the present invention is known. Examples Include Compound A (disclosed, for example, in European Patent 
Publication No. 404 949 or WO90/00544), Compound B (disclosed, for example, in Japanese Patent Kokai Ap- 

25 plication No. Hei-1-193247, Japanese Patent Kokai Application No. Sho-63-225371 and European Patent Pub- 
lication No. 282 077) and Compound C (disclosed, for example, in Japanese Patent Kokai Applicatk)n No. Hei- 
4-267581): 



30 



35 



Compound A: 



^NHCOCHjSCHiCHiOH 



40 



45 



Compound B: 



J3 

'NHCOCH2SCH2^^0 



Compound C: 



50 




CH- 




NHCOCHjS-^^O 



55 Compound C was disclosed after the priority dates hereof. The compounds of the present invention sur- 
prisingly have substantially better activities than these structurally similar compounds and have a combination 
of gastric juice secretion inhibitory, anti-ulcer and defence factor potentiating activities which these prior conv 
pounds do not possess. 
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The compounds of the present invention are those compounds of formula (I) : 




A"^NHCOR^ ^ 

wherein: 
10 Ri represents 

a cyclic amino group having froni 3 to 7 ring atoms, of which from 1 to 3 are nitrogen atoms, 0 or 1 is an 
oxygen atom or a sulphur atom, and the remainder are carbon atoms, or 

a dialkylamino group in which each alky! group is independently selected from alkyl groups having from 
1 to 4 carbon atoms; 
IS R2 represents 

a group of formula -NHCHR^R^, wherein 

R3 and R^ are independently selected from alkyl groups having from 1 to 6 carbon atoms, aryt 
groups as defined below and aralkyi groups as defined below, 
or 

20 R3 and R^, together with the carbon atom to which they are attached, represent a cydoalkyl group 

having from 3 to 8 ring carbon atoms, which group is unsubstituted or Is substituted by at least one substituent 
selected from substituents a, 

an aromatic heterocyclic group having 5 ring atoms, of which from 1 to 3 are hetero-atoms selected from 
nitrogen, oxygen and sulphur hetero-atoms, said group being unsubstituted or having at least one substituent 
25 selected, in the case of substituents on carbon atoms, from substituents a and, in the case of substituents on 
nitrogen atoms, from substituents p, 

or a group of formula -B-S(0)m-R^ wherein 

R^ represents: a substituted alkyl group which has from 1 to 4 carbon atoms and which is substi- 
tuted by at least one substituent selected from substituents y; or an aromatic heterocyclic group which has 5 
30 or 6 ring atoms of which from 1 to 4 are hetero-atoms selected from nitrogen, oxygen and sulphur hetero-atoms, 
said group being unsubstituted or having at least one substituent selected, in the case of substituents on carbon 
atoms, from substituents a and, in the case of substituents on nitrogen atoms, from substituents 8, 
B represents an alkylene or alkylidene group having from 1 to 6 carbon atoms, 
and m is 0, 1 or 2; 

35 A represents a group of formula -CH=CH- or -(CH2)n-. where n is 1 , 2 or 3; 

said aryl groups are carbocyclic aromatic groups having from 6 to 10 ring carbon atoms which are unsubstituted 
or which are substituted by at least one substituent selected from substituents ^; 

said aralkyi groups are alkyl groups which have from 1 to 4 carbon atoms and which are substituted by from 1 
to 3 aryl groups as defined above; 

40 substituents a are selected from: alkyl groups having from 1 to 4 carbon atoms; alkoxy groups having from 1 
to 4 carbon atoms; hydroxy groups; halogen atoms; amino groups; monoalkyi- amino groups in which the alkyl 
part has from 1 to 4 carbon atoms; dialkylamino groups in which each alkyl part is independently selected from 
alkyl groups having from 1 to 4 carbon atoms; alkanoylamino groups having from 1 to 5 carbon atoms; aryl- 
carbonylamino groups in which the aryl part is as defined above; and aryl groups as defined above; 

45 substituents p are selected fronn alkyl groups having from 1 to 4 carbon atoms; 

substituents y are selected from: hydroxy groups; alkanoyloxy groups having from 1 to 5 carbon atoms; sub- 
stituted alkanoyloxy groups which have from 2 to 5 carbon atoms and which are substituted by at least one 
substituent selected from substituents 6; arylcarbonyloxy groups in which the aryl part is as defined above; 
and cycloalkylcarbonyloxy groups in which the cydoalkyl part has from 3 to 6 ring carbon atoms and is unsub- 

50 stituted or is substituted by at least one substituent selected from substituents a; 

substituents 6 are selected from: carboxy groups; alkoxycarbonyl groups In which the alkoxy part has from 1 
to 4 carbon atoms; aryloxycarbonyl groups in which the aryl part is as defined above; and aryl groups as de- 
fined above; 

substituents z are selected from: alkyl groups having from 1 to 4 carbon atoms; and hydroxyalkyi groups having 
55 from 2 to 4 carbon atoms; 

substituents ^ are selected from substituents a, provided that any aryl group In substituents a is not further 
substituted by an aryl group; 

PROVIDED THAT, when m is 1, R^ represents: said substituted alkyl group having from 1 to 4 cartoon atoms; 
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an aromatic heterocyclic group which has 5 ring atoms of which from 2 to 4 are hetero-atoms selected from 
nitrogen, oxygen and sulphur hetero-atoms, said group being unsubstituted as defined above or an aromatic 
heterocyclic group which has 6 ring atoms of which from 1 to 4 are hetero-atoms selected from nitrogen, oxygen 
and sulphur hetero-atoms, said group being unsubstituted as defined above; 
5 and pharmaceutically acceptable salts thereof. 

The invention also provides a pharmaceutical composition for the treatment and prophylaxis of ulcerous 
conditions, which comprises an anti-ulcer compound in admixture with a pharmaceutically acceptable carrier 
or diluent, wherein the anti-ulcer compound is selected from compounds of formula (I) and pharmaceutically 
acceptable salts thereof. 

10 The invention still further provides the use of a compound of formula (I) or a pharmaceutically acceptable 
salt thereof as a pharmaceutical. 

The present invention also provides processes for preparing these compounds, which are described in 
greater detail hereafter. 

In the compounds of the present invention, where represents a cyclic amino group, this has from 3 to 

15 7 ring atoms, including at least one nitrogen atom. In addition, there may be another 1 or 2 nitrogen atonrvs 
and/or an oxygen or sulphur atom. The group is attached to the methylene group forming part of the remainder 
of the molecule by means of a nitrogen atom. The group preferably has a single nitrogen atom, the remainder 
of the ring atoms being carbon. Examples of such groups include the 1-aziridinyl, 1-azetidinyl, 1-pyrrolidinyl, 
piperidino and 1-hexahydroazepinyl groups. Of these we prefer the 1-pyrrolidlnyl and piperidino groups, more 

20 preferably the piperidino group. 

Where represents a dialkylamino group or substituent a, p, 8 or ^ represents an alkyi group, this alkyi 
group may be a straight or branched chain alkyi group having from 1 to 4 carbon atoms, and examples include 
the methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl and t-butyl groups, preferably the methyl, ethyl, 
propyl, isopropyl, butyl and sec-butyl groups, and most preferably the methyl or ethyl group. 

25 In the case of the dialkylamino group represented by Ri, the two alkyi groups may be the same or different, 
although they are preferably the same. Specific examples of dialkylamino groups include the dimethylamino, 
diethylamino, dipropylamino, diisopropylamino, dibutylamino, dipentylamino, dihexylamino, methylethylamino 
and methylpropylamino, of which we prefer the dimethylamino, diethylamino and dipropylamino groups, es- 
pecially the dimethylamino group. 

30 Where R^ represents a group of formula -NHCHR3R^ and R^ and/or R^ represents an atkyi group having 
from 1 to 6 carbon atoms, this may be a straight or branched chain group having from 1 to 6, preferably from 
1 to 4, carbon atoms, and examples include the methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, t- 
butyl, pentyl, Isopentyl, neopentyl, 2-methyl butyl, 1-ethylpropyl, 4-methylpentyl, 3-methylpentyl, 2-methyt- 
pentyl, 1 -methyl pentyl, 3,3-dimethylbutyl, 2,2-dimethylbutyl, 1,1-dlmethylbutyl, 1,2-dimethyl butyl, 1,3-dime- 

35 thylbutyl, 2,3-dimethylbutyl, 2-ethylbutyl, hexyl and isohexyl groups. Of these, we prefer the methyl, ethyl, 
propyl, isopropyl, butyl, sec-butyl, pentyl and hexyt groups, and most prefer the methyl and ethyl groups. 

Where R^ represents a group of formula -NHCHR^R^ and R3 and/or R^ represents an aryl group, this has 
from 6 to 10, preferably 6 or 10, ring carbon atoms and may be unsubstituted or it may be substituted by one 
or more of substltuents defined above and exemplified below. Specific examples of the unsubstituted aryl 

40 groups include the phenyl and naphthyl (1- or 2- naphthyl) groups, of which the phenyl group is preferred. The 
aryl ring may optionally have one or more substltuents (preferably from 1 to 3 substltuents, and more preferably 
1 substituent). Examples of such substltuents are given In more detail below, but the preferred substltuents 
are alkyi groups having from 1 to 4 carbon atoms, alkoxy groups having from 1 to 4 carbon atoms, and halogen 
atoms (such as the fluorine, chlorine, bromine or Iodine atoms). Preferred substltuents are the methyl group. 

45 the methoxy group, the fluorine atom and the chlorine atom. The substltuents are, In the case of substituted 
phenyl groups, preferably on the 4-position. Examples of preferred substituted phenyl groups Include the 4- 
methylphenyl, 4-methoxyphenyl, 4-chlorophenyl and 4-fluorophenyl groups. 

Where R^ represents a group of formula -NHCHR3R^ and R^ and/or R^ represents an aralkyi group, the 
aryl part may be as exemplified above and the alkyi part may be any one of those alkyi groups having from 1 

50 to 4 carbon atoms exemplified above. Preferably the aryl and alkyi parts of the aralkyi group together have 
from 7 to 11 carbon atoms. The aryl part of the aralkyi group may be substituted or unsubstituted, and, If sub- 
stituted, the substltuents are selected from substltuents ^ defined above and exemplified below. However, the 
group is preferably unsubstituted. Examples of such aralkyi groups include the benzyl, phenethyl, 1-phenyle- 
thyl, 2-phenytpropyl, 3-phenylpropyl, 4-phenylbutyl and 1- and 2- naphthylmethyl groups, of which the benzyl, 

55 phenethyl and 1- and 2- naphthylmethyl groups are preferred, the benzyl group being most preferred. 

Where R2 represents a group of formula -NHCHR^R^, and R^ and R*, together with the carbon atom to 
which they are attached, represent a cycloalkyi group, this has from 3 to 8 ring carbon atoms, and examples 
Include the cyclopropyl, cydobutyl, cyclopentyl, cyclohexyl, cycloheptyl and cydooctyl groups, of which the 

4 



EP0 562 833 A1 



cyctopropyl, cyclobutyl and cyclopentyl groups are preferred, and the cyclopropyl and cyclobutyl groups are 
most preferred. The cycloalkyi ring may be substituted or unsubstituted, and, if substituted, it preferably has 
from 1 to 3, more preferably 1, substituents selected from substituents a. Examples of such substituents are 
given in more detail below, but the preferred substituents are alkyi groups having from 1 to 4 carbon atoms 

5 and alkoxy groups having from 1 to 4 carbon atoms. Of these, we prefer the methyl or ethyl group, but the 
cycloalkyi group is preferably unsubstituted. 

Where represents an aromatic heterocyclic group, this has 5 ring atoms, of which from 1 to 3 are hetero- 
atoms selected from oxygen, nitrogen and sulphur atoms. Where there is one hetero-atom, this may be any 
of the oxygen, nitrogen and sulphur atoms. Where there are two or three hetero-atoms, we prefer that all three 

10 or two should be nitrogen atoms and none or one should be an oxygen or sulphur atom. Examples of such 
groups include the furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyrazolyl, imidazolyl, 
1,2,3-, 1,2,4-, 1,2,5-, or 1,3,4-oxadiazolyl, 1,2,3-, 1,2,4-, 1,2,5- or1,3,4-thiadiazolyl,and 1.2,3- or 1,2,4-triazolyl 
groups. Of these, the furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, pyrazolyl, imidazolyl and 1 ,2,3-thia- 
diazolyl groups are preferred, and the thienyl, thiazolyl, pyrrolyl, pyrazolyl and 1,2,3-thiadiazolyl groups are 

15 more preferred. We particularly prefer the thienyl, pyrrolyl and pyrazolyl groups. These groups may be unsub- 
stituted or they may be substituted by one or more substituents. Where the substituent is on a carbon atom, 
it may be selected from substituents a, defined above and exemplified below. Where the substituent is on a 
nitrogen atom, it may be selected from substituents p, defined above and exemplified below. There Is no par- 
ticular limitation on the number of such substituents, except that the number of substitutable positions on 5- 
. 20 membered aromatic heterocyclic groups is 4, and firom 1 to 4 such substituents are possible, from 1 to 3 being 
preferred and 1 or 2 being most preferred. 
Examples of substituents a include: 
alkyI groups having from 1 to 4 carbon atoms, as exemplified above; 

alkoxy groups having from 1 to 4 carbon atoms, such as the methoxy, ethoxy, propoxy, isopropoxy, bu- 
25 toxy and isobutoxy groups, of which the methoxy and ethoxy groups are preferred; 
hydroxy groups; 

halogen atoms, such as the fluorine, chlorine, bromine and iodine atoms, of which the fluorine and chlor- 
ine atoms are preferred; 
amino groups; 

30 monoalkylamino groups in which the alky! part has from 1 to 4 carbon atoms, such as the methylamino, 

ethylamino, propylamino, isopropylamino, butylamino and isobutylamino groups, preferably the methylamino 
and ethylamino groups; 

dialkylamino groups in which each alkyI part is independently selected from alkyi groups having from 1 
to 4 carbon atoms, such as those exemplified above in relation to the dialkylamino groups which may be rep- 
35 resented by R^; 

alkanoylamino groups having from 1 to 5 carbon atoms, such as the formamido, acetamido, propiona- 
mido, butyramido. valerylamino and isovalerylamino groups, preferably the acetamido or propionamido group; 

arylcarbonylamino groups in which the aryl part is as defined and exemplified above in relation to the 
aryl groups which may be represented by R^ and R^, particularly the benzamido group; 
40 and aryl groups as defined and exemplified above in relation to the aryl groups which may be repre- 

sented by R3 and R^, particularly the phenyl group. 

Examples of substituents p are straight or branched chain alkyI groups having from 1 to 4 carbon atoms, 
and examples include the methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl and t-butyl groups, pre- 
ferably the methyl, ethyl, propyl, isopropyl, butyl and sec-butyl groups, and most preferably the methyl or ethyl 
45 group. 

Specific examples of such substituted and unsubstituted groups which may be represented by R^ are given 
hereafter. 

Where R5 represents a substituted alkyl group, the alkyI moiety may be a straight or branched chain alkyI 
group having from 1 to 4 carbon atoms, and examples include the methyl, ethyl, propyl, isopropyl, butyl, iso- 
50 butyl, sec-butyl and t-butyl groups, preferably the methyl, ethyl, propyl, isopropyl, butyl and sec-butyl groups, 
more preferably the ethyl or propyl group having a substituent at the 2-position, and most preferably the ethyl 
group having a substituent at the 2-position. The group is substituted by at least one, and preferably firom 1 to 
3, more preferably 1, substituent selected from substituents y. 
Examples of substituents y Include: 
55 hydroxy groups; 

alkanoyloxy groups having from 1 to 5 carbon atoms, such as the formoxy, acetoxy, propionyloxy, bu- 
tyryloxy, valeryloxy and isovaleryloxy groups, preferably the acetoxy or propionyloxy group; 

substituted alkanoyloxy groups which have from 2 to 5 carbon atoms and which are substituted by at 
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least one substituent selected from substituents 5, such as the acetoxy, propionyl- oxy, butyryloxy, valeryloxy 
and isovaleryloxy groups, preferably the acetoxy or proplonyloxy group; exanfiptes of substituents 5 are: 
carboxy groups; 

alkoxycarbonyl groups In which the alkoxy part has from 1 to 4 carbon atoms, such as the me- 
5 thoxycarbonyl, ethoxycarbonyl, propoxycarbonyl, isopropoxycarbonyl, butoxycarbonyl and isobutoxycarbonyl 
groups, of which the methoxycarbonyl and ethoxycarbonyl groups are preferred; 

aryloxycarbonyl groups in which the aryl part Is as defined and exemplified above in relation to 
the aryl groups which may be represented by R3 and R*, particularly the phenoxycarbonyl group; and 

aryl groups as defined and exemplified above in relation to the aryl groups which may be repre- 
10 sented by and R^, particularly the phenyl group; 

especially, proplonyloxy groups substituted at the 3-position by a carboxy, alkoxycarbonyl or aryloxycarbonyl 
group and acetoxy groups substituted by an aryl group; 

arylcarbonyloxy groups in which the aryl part is as defined and exemplified above in relation to the aryl groups 
which may be represented by R3 and R^, particularly the benzoyloxy group; 

15 and cycloalkylcarbonyloxy groups in which the cycloalkyi part has from 3 to 6 ring carbon atoms,, such as the 
cycloprbpylcarbonyloxy, cyclobutylcarbonyloxy, cyclopentylcarbonyloxy and cydohexylcarbonyloxy groups, 
which may be substituted or unsubstituted (preferably unsubstituted) and, if substituted, have one or more sub- 
stituents selected from substituents a, preferably aikyi groups or alkoxy groups, as exemplified above, and 
more preferably methyl or ethyl groups; the cycloalkylcarbonyloxy group is preferably a cyclopentylcarbony- 

20 loxy or cydohexylcarbonyloxy group. 

Where R^ represents an aromatic heterocyclic group, this has 5 or 6 ring atoms, of which from 1 to 4 are 
hetero-atoms selected from oxygen, nitrogen and sulphur atoms. Where there is only one hetero-atom, this 
may be any of the oxygen, nitrogen and sulphur atoms. However, where there are two, three or four hetero- 
atoms, it is preferred that 0 or 1 is an oxygen or sulphur atom and, where there are no oxygen or sulphur atoms, 

25 1, 2, 3 or 4 are nitrogen atoms, or, where there is 1 oxygen or sulphur atom, 0, 1, 2 or 3 are nitrogen atoms. 
Examples of such groups indude the furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyra- 
zdyl, imidazolyl, 1,2,3-, 1,2,4-, 1,2,5- or 1,3,4-oxadiazolyl, 1.2,3-, 1,2.4-, 1,2,5- or 1,3,4-thiadiazolyl, 1,2,3- or 
1,2,4-triazolyl, tetrazolyl, pyridyl, pyrimidinyl, pyridazinyl, pyrazinyl and 1,2,3-, 1,2,4- or 1 ,3,5-triazinyl groups. 
Of these, we prefer the imidazolyl, 1,3,4-oxadiazolyl, 1,3,4-thiadiazolyl, 1,2,4-triazolyl, tetrazolyl, pyridyl and 

30 pyrimidinyl groups, more preferably the 1 ,3,4-oxadlazolyl, 1 ,2,4-triazolyl, tetrazolyl and pyrimidinyl groups and 
most preferably the 1,3,4-oxadiazolyl, 1 ,2,4-triazolyl and pyrimidinyl groups. Such groups may be unsubstituted 
or they may have one or more (preferably from 1 to 3) substituents selected from substituents a, in the case 
of substituents on carbon atoms, or substituents €, in the case of substituents on nitrogen atoms. Examples of 
substituents a have been given above. Examples of substituents 8 are as follows: 

35 alkyi groups having from 1 to 4 carbon atoms, such as those exemplified above in relation to substituents 

P;and 

hydroxyalkyi groups having from 2 to 4 carbon atoms, such as the 2-hydroxyethyl, 2-hydroxypropyl, 3- 
hydroxypropyl, 2-hydroxybutyl, 3-hydroxybutyl and 4-hydroxybutyl groups; preferably a 2-hydroxyethyl or 3- 
hydroxy propyl group. 

40 Specific examples of such substituted and unsubstituted groups which may be represented by R^ are given 
hereafter. 

B can represent an alkylene or alkylidene group having from 1 to 6 carbon atoms. Examples include the 
methylene, ethylene, trimethylene, propylene, tetramethylene, 2-methyltrimethylene, pentamethylene and 
hexamethylene groups. Of these, we prefer the methylene, ethylene or trimethylene group, more preferably 
45 a methylene or trimethylene group. 

Preferably m is 0 or 1 , and most preferably m is 0. 

Preferably A is a group of formula -CH=GH- or -GH2CH2-, and most preferably A is a group of formula -CH=CH-. 
Specific examples of preferred optionally substituted 5-membered aromatic heterocyclic groups contain- 
ing from 1 to 3 hetero-atoms selected from oxygen, nitrogen and sulphur atoms, which may be represented by 

50 R2 include the 2-furyl, 3-furyl. 3-methyl-2-furyl, 4-methyl-2-furyl, 5-methyl- 2-furyl, 2-methyl-3-furyl, 4-methyl- 
3-furyi, 5-methyl- 3-furyl, 5-chloro-2-furyl. 5-chloro-3-furyl, 3-amino-2- furyl, 5-amino-2-furyl. 3-acetamldo-2- 
furyl. 5-acetamldo-2-furyl, 5-phenyl-2-furyl, 5-(4-methylphenyl)-2-furyi, 5-(4-chlorophenyl)-2-furyl, 2,4-dime- 
thyl-3-furyl, 2,5-dimethyl-3-furyl, 3-methyl-5-amino-2-furyl. 2-thienyl, 3-thienyl, 3-methyl-2-thienyl, 4-methyl- 
2-thienyl, 5-methyl-2-thienyl, 2-methyl-3-thienyl, 4-methyl-3-thlenyl, 5-methyl-3-thienyl, 5-ethyl-2-thienyl, 4- 

55 methoxy-2-thienyl, 4-methoxy-3-thienyl, 4-hydroxy-2-thienyl, 4-hydroxy-3-thienyl, 5-chloro-2-thienyl, 5- 
chloro-3-thienyl. 5-bromo-3-thienyl, 3-amino-2-thie nyl, 5-amino-2-thienyl, 2-amino-3-thienyl, 4-amino-3- 
thienyl, 3-acetamido-2-thienyl, 5-acetamido-2-thienyl, 2-acetamido-3-thienyl, 4-acetamido-3-thienyl, 5-phe- 
nyl-2-thienyl, 5-(4-methylphenyl)-2-thienyl, 5-(4-chlorophenyl)-2-thienyl, 3,4-dimethyl-2-thienyl, 3,5-dime- 
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thyl-2-thienyl, 4,5-dimethyl-2-thienyl, 2,4-dimethyl-3-thienyl, 2,5-dlmethyl-3-thienyi, 4,5-dimethyl-3-thlenyl, 
5-methyl-2-amino-3-thienyl, 4-methyl-5-chloro-3-thienyl, 4,5-dichloro-2-thienyl, 2-amino-5-phenyl-3-thienyl, 
2.4,5-trimethyU3-thlenyl, 2.5-dimethyl-4-amino-3-thienyl, 2-pyrrolyl, 3-pyrrolyl, 1-methyl-2-pyrrolyl, 3-me- 
thyl-2-pyrrolyl, 4-methyl-2-pyrrolyl, 5-methyl-2-pyrroIyl. 1-methyl-3-pyrrolyl, 2-methyl-3-pyrrolyl, 4-methyU3- 

5 pyrrolyl, 5-methyl-3-pyrrolyl, 4-methoxy-3-pyrrolyl. 4-hydroxy-3-pyrrolyl, 5-chloro-2-pyrrolyl, 5-chloro-3- 
pyrrolyl, 3-amino-2-pyrrolyl, 4-amino-2-pyrrolyi, 3-acetamido-2-pyrrolyl, 4-acetamldo-2-pyrrolyl. 4-phenyl-2- 
pyrrolyl. 5-phenyl-2-pyrrolyI. 5-phenyl-3-pyrrolyl, 4-(4-methylphenyl)-2-pyrrolyl, 5-(4-methylphenyl)-2-pyrro- 
lyl. 4-(4-methoxyphenyl)-2-pyrrolyl, 5-(4-methoxyphenyl)-2-pyrrolyl, 4-(4-fluorophenyl)-2-pyrrolyl, 5-(4-fluo- 
rophenyl)-2-pyrrolyl, 4-(4-chlorophenyl)-2-pyrrolyl, 5-(4-chlorophenyl)-2-pyrrolyl, 5-(4-methylphenyl)-3-pyr- 

10 rolyl, 5-(4-methoxyphenyl)-3-pyrrolyl, 5-(4-fluorophenyl)-3-pyrrolyl, 5-(4-chlorophenyl)-3-pyrrolyl, 1,3-dime- 
lhyl-2-pyrrolyl, 1 ,4-dimethyl-2-pyrrolyl, 1 ,5-dlmethyl-2-pyrrolyl. 3,4-dimethyl-2-pyrrolyl, 3,5-dlmethyl-2-pyrro- 
lyl, 4,5-dimethyl-2-pyrrolyl. 1,5-dimethyl-3-pyrrolyl, 2,4-dimethyl-3-pyr rolyl, 2,5-dimethyl-3-pyrrolyl, 1-me- 
thyl-4-hydroxy-3-pyrrolyl, 1-methyl-4-methoxy-3-pyrrolyl, 1-methyl-2-chloro-3-pyrrolyl. 4-methyl-5-chloro-3- 
pyrrolyl, 1-methyl-5-amino-2-pyrrolyl, 3,4,5-trlmethyl-2-pyrrolyl, 1,2,4-trimethyl-3-pyrrolyl, 1.4-dlmethyl-5- 

15 chloro-3-pyrrolyl, 1 ,4-dlmethyl-5-bromo-3-pyrrolyl, 3,5-dlmethyl-4-amlno-2-pyrrolyl, 2-oxazolyl, 4-oxazolyl, 5- 
oxazolyl, 2-methyl-4-oxazolyl. 5-methyl-2-oxazolyl, 2-methoxy-4-oxazolyl, 2-hydroxy-4-oxazo!yl, 2-phenyl-4- 
oxazolyl, 5-phenyl-2-oxazoiyl, 2.5-dlmethyl-4-oxazolyl, 2,4-dimethyl-5-oxazolyl, 5-methyl-2-phenyl-4-oxazo- 
lyl, 4-methyl-2-phenyl-5-oxazolyl, 3-jsoxazolyl, 4-lsoxazotyl, 3-methyl-4-lsoxazolyl, 4-methyl-3-isoxazolyl. 5- 
methyl-3-lsoxazolyl, 3-methoxy-4-lsoxazolyl, 4-methoxy-3-isoxazolyl, 3-hydroxy-4-isoxazolyl. 3-hydroxy-5- 

20 isoxazolyl, 4-hydroxy-3-isoxazolyl, 5-amino-4-isoxazolyl, 4-amlno-3-isoxazolyl, 4-phenyl-3-isoxazolyl, 5-phe- 
nyl-3-isoxazolyl, 4-(4-methylphenyl)-3-lsoxazolyl, 5-(4-methylphenyl)-3-isoxazolyl, 4,5-dim 
5-methyl-4-hydroxy-3-lsoxazolyl, 2-thiazolyl, 4-thiazolyl, 5-thiazolyl, 4-methyl-2-thlazolyl, 5-methyl-2-thiazo- 
lyl, 2-methyl-4-thiazolyl, 5-methyl-4-thiazolyl. 2-methyl-5-thiazolyl, 4-methy!-5-thiazolyl. 2-methoxy-4-thia- 
zolyl, 2-methoxy-5-thiazolyl, 2-hydroxy-4-thiazolyl, 2-hydroxy-5-thiazolyl, 5-ch!oro-2-thiazolyl, 2-chloro-4- 

25 thiazolyl, 5-chloro-4-thiazolyl, 2-chloro-5-thiazolyl, 4-chloro-5-thiazolyl, 2-amino-4-thiazolyl, 5-amino-4-thla- 
zolyl, 2-amino-5-thiazolyl, 2-acetamldo-4-thlazolyl, 5-acetamido-4-thlazolyl, 2-acetamido-5-thiazolyl, 2-phe- 
nyl-4-thiazolyl. 2-phenyl-5-thlazolyl, 4,5-dimethyl-2-thiazolyl, 2,5-dimethyi-4-thlazolyl, 2,4-dimethyi-5-thlazo- 
lyl, 5-methyl-2-hydroxy-4-thiazolyl, 4-methyl-2-hydroxy-5-thiazolyl, 5-methyl-2-chloro-4-thiazolyl. 4-methyl- 
2-chloro-5-thlazolyl, 2-methyl-4-chloro-5-thiazolyl, 5-methyl-2-amino-4-thiazolyl. 2-methyI-5-amino-4-thia- 

30 zolyl, 4-methyl-2-amino-5-thiazolyl, 3-lsothiazolyl, 4-isothiazolyl, 3-pyrazolyl, 4-pyrazolyl, 1-methyl-4-pyra20- 
lyl. 3-methyl-4-pyrazolyl, 1-methyl-3-pyrazolyl, 4-methyl-3-pyrazolyl, 5-methyl-3-pyrazolyl. 1-methyl-5-pyra- 
zolyl, 1-ethyl-4-pyrazolyl, 1-ethyl-3-pyrazolyl, 5-ethyl-3-pyra2olyl, 1-propyl-4-pyrazolyl, 1-propyl-3-pyrazolyl, 
5-propyl-3-pyrazolyl, 1-butyl-4-pyrazolyl, 4-methoxy-3-pyrazolyl, 4-propoxy-3-pyrazolyl, 4-hydroxy-3-pyrazo- 
lyl, 4-chloro-3-pyrazolyl, 3-chloro-4-pyrazolyl, 4-bromo-3-pyrazolyl, 4-amlno-3-pyrazolyl. 5-amino-3-pyrazoly!, 

35 3-amlno-4-pyrazolyl, 3-acetamido-4-pyrazolyl, 3-propionylamino-4-pyrazolyl, 4-acetamido-3-pyrazolyl, 6- 
acetamido-3-pyrazolyl, 6-phenyl-3-pyrazolyl. 1 ,3-dimethyl-4-pyra2olyl, 1 ,5-dimethyl-4-pyrazolyl, 3,5-dime- 
thyl-4-pyrazolyl, 1,4-dlmethyl-3-pyrazolyl, 1,5-dimethyl-3-pyra20lyl, 4,5-dlmethyl-3-pyrazolyl, 1,3-dimethyl-5- 
pyrazolyl. 1,4-dlmethyl-5-pyrazolyl, 1-methyl-4-methoxy-3-pyrazolyl, 5-inethyl-4-hydroxy-3-pyra2o!yl, 1-me- 
lhyl-3-chloro-4-pyrazolyl, 1-methyl-5-chloro-4-pyrazolyl, 5-methyl-3-ch[oro-4-pyrazolyl, 1-methyl-4-chloro-3- 

40 pyrazolyl, 5-methyl-4-chloro-3-pyrazolyl, 1-methyl-4-chloro-5-pyrazolyl, 1-methyl-3-amino-4-pyrazoIyl, 1-me- 
thyl-5-amlno-4-pyra2olyl, 5-methyl-3-amlno-4-pyrazolyl, 1-methyl-3-acetamldo-4-pyrazolyl. 1-methyl-5-acet- 
amido-4-pyrazolyl, 3-methyl-5-acetamido-4-pyrazoIyl, 1-methyl-5-amlno-3-pyrazolyl, 5-methyl-4-amino-3- 
pyrazolyl, 4-methyl-5-amino-3-pyrazolyl, 1,3,5-trimethyl-4-pyrazolyl, 1,4.5-trimethyl-3-pyrazolyl, 1.3,4-trime- 
thyl-5-pyrazoly!, 1,3-dimethyl-4-chloro-5-pyrazolyl, 2-lmida2olyl, 4-imldazolyl, 1-methyl-2-imidazolyl, 5-me- 

45 thyl-2-lmidazolyt, 1-methyl-4-lmldazolyl, 2-methyl-4-imidazolyl, 5-methyl-4-imldazolyl, 1,2,3-oxadlazol-4-yl, 

1.2.3- oxadlazol-5-yl, 5-methyl-1,2,3-oxadiazol-4-yl, 4-methyl-1,2,3-oxadiazol-5-yl, 1,2.4-oxadlazol-3-yl, 

1.2.4- oxadlazol-5-yl. 1.2,5-oxodiazol-3-yl, 4-nriethyl-1,2,5-oxadiazol-3-yl, 4-phenyl-1 ,2,5-oxadia2ol-3-yl, 4-(4- 
methylphenyl)-1,2,5-oxadiazol-3-yl, 1,3,4-oxadiazol-2-yl, 1,2,3-thiadlazol-4-yl, 1.2,3-thiadlazol-5-yl, 5-me- 
thyl-1,2,3-thladiazol-4-yl, 5-phenyl-1,2,3-thiadiazol-4-yl. 5-(4-methylphenyl)-1,2.3-thiadia20l-4-yl, 4-methyl- 

50 1,2,3-thladlazol-5-yl, 1,2,4-thladiazol-3-yl, 1,2.4-thiadiazol-5-yl, 1.2.5-thiadiazol-3-yl. 4-methy[-1.2,5-thiadia- 
zol-3-yl, 1,3.4-thiadia20l-2-yl. 1,2,3-triazol-4-yl, 1-methyl-1,2,3-tria2ol-4-yl. 5"methyl-1,2,3-triazol-4-yl, 1,5-di- 
methyl-1,2,3-triazol-4-yl, 1 ,2.4-tria2ol-5-yl, 1-methyl-1,2.4-triazol-3-yl and 2-ethyl-4-methyl-1.2,3-triazol-5-yl 
groups. 

Examples of more preferred such groups include: the 2-furyl. 3-furyt, 3-methyl-'2-furyl, 4-methyt-2-furyl, 
55 5-methyl-2-furyl, 2-methyl-3-furyl, 4-methyl-3-furyl, 5-methyl-3-furyi, 2-thienyl, 3-thienyl, 3-methyl-2-thienyl, 
4-methyl-2-thienyi, 5-methyl-2-thlenyl, 2-methyl-3-thienyl, 4-methyl-3-thienyl, 5-methyl-3-thienyl, 5-chloro- 
2-thlenyl, 5-chloro-3-thlenyl, 3-amino-2-thienyl, 5-amino-2-thlenyl, 2-ammo-3-thienyt, 4-amino-3-thienyl, 3- 
acetamido-2-thienyl, 5-acetamido-24hienyl, 2-acetamido-3-thienyl, 4-acetamido-3-thlenyl, 2-pyrrolyl, 3-pyr- 
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rolyl, 1-methyl-2-pyrrolyl, 3-methyl-2-pyrrolyl, 4-methyl-2-pyrrolyl, 5-methyl-2-pyrrolyl, 1-methyl-3-pyrrolyl, 

2- methyl-3-pyrrolyl, 4-methyl-3-pyrrolyl, 5-methyl-3-pyr rolyl, 4-methoxy-3-pyrrolyl, 5-chloro-2-pyr rolyl, 5- 
chloro-3-pyrrolyl, 3-amlno-2-pyrrolyl, 4-amlno-2-pyrrolyl, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl, 2-methyl-4-oxa- 
zolyl, 3-lsoxa2olyl, 4-isoxazolyl, 3-methyl-4-isoxa20lyl, 4-methyl-3-lsoxa20lyl, 5-methyl-3-isoxazolyl, 2-thiazo- 
lyl,4-thiazolyl, 5-thlazolyl,4-methyl-2-thiazolyl, 5-methyl-2-thiazolyl, 2-methyl-4-thia2oIyl, 5-methyl-4-thiazo- 
lyl, 2-methyl-5-thia2olyl, 4-methyl-5-thiazolyl, 2-chloro-4-thia2olyl, 5-chloro-4-thia2olyl, 2-chloro-5-thiazolyI, 

4- chloro-5-thiazolyl, 2-amlno-4-thlazolyl, 5-amino-4-thiazolyl, 3'pyrazolyl, 4-pyrazolyl, 1-methyl-4-pyrazolyl, 

3- methyl-4-pyra2olyl, 1-methyl-3-pyrazolyl, 4-methyl-3-pyrazolyl, 5-methyI-3-pyrazolyl, 1-methyl-5-pyrazolyl, 

1- ethyl-4-pyra2olyl, 4-methoxy-3-pyrazolyl, 4-chloro-3-pyrazolyl, 3-chloro-4-pyra2olyl, 4-amino-3-pyrazolyl, 

5- amino-3-pyrazolyl, 3-amino-4-pyrazolyl, 3-acetamido-4-pyrazolyl, 2-imidazolyl, 4-lmidazolyl, 1-methyl-2- 
Imidazolyl, 5-methyl-2-lmida20lyl, 1-methyl-4-imidazolyl, 2-methyl-4-imidazolyl, 5-methyl-4-lmidazolyl, 1,2,3- 
thiadlazol-4-yl. 1.2,3-thiadiazol-5-yl, 5-methyl-1.2,3-thiadiazol-4-yl, 4-methyl-1,2.3-thladiazol-5-yl, 1,2,4- 
fhladiazot-3-yl, 1,2,4-thiadiazol-5-yl, 1,2,5-thladiazol-3-yl,4-methyl-1,2,5-thiadiazol-3-yl and 1,3,4-th^adiazol- 
2-yl groups. 

Examples of still more preferred such groups include: the 2-furyl, 3-furyl, 2-thienyl, 3-thlenyl, 3-methyl- 

2- thienyl, 4-methyl-2-thienyl, 5-methyl-2-thienyl, 2-methyl-3-thlenyl, 4-methyl-3-thienyl. 5-methyl-3-thienyl, 
5-chloro-2-thienyl, 5-chloro-3-thienyl, 2-pyrrolyl, 3-pyrrolyl, 1-methyl-2-pyrrolyi, 3-methyl-2-pyrrolyl, 4-me- 
thyl-2-pyrrolyl, 5-methyl-2-pyrrolyl, 1-methyl-3-pyrrolyl, 2-methyl-3-pyrrolyl, 4-methyt-3-pyrrolyl. 5-methyl-3- 
pyrrolyl, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl, 3-isoxazolyl, 4-jsoxazolyl, 2-thiazolyl, 4-thlazolyl, 5-thiazolyl. 2- 
methyl-4-thiazolyl. 5-methyl-4-thlazolyl, 2-methyl-5-thiazolyl, 4-methyl-5-thiazolyl, 3-pyrazolyl, 4-pyrazoIyl, 
1-methyl-4-pyrazolyl, 3-methyl-4-pyrazolyl, 1-methyl-3-pyrazolyl, 4-methyl-3-pyrazolyl, 5-methyl-3-pyrazolyl, 

1- methyl-5-pyrazolyl, 3-chloro-4-pyrazolyl, 4-amino-3-pyrazolyl, 5-amino-3-pyrazolyl, 3-amlno-4-pyrazolyl, 2- 
imidazolyl, 4-lmidazolyl, 1,2,3-thiadlazol-4-yl 1,2,3-thladlazo!-5-yl, 1,2,4-thiadiazol-3-yl and 1,2,4-thiadiazol- 
5-yl. 

Examples of the most preferred such groups which may be represented by R2 include: the 2-thienyl, 3- 
thienyl, 5-methyl-2-thienyl, 5-chloro-3-thienyl, 2-pyrrolyl, 3-pyrrolyl, 1-methyl-2-pyrrolyl, 2-thiazolyl, 4-thia20- 
lyl, 5-thia2olyl, 3-pyrazolyl, 4-pyrazolyl, 1-methyl-4-pyrazolyl, 3-methyl-4-pyrazoiyl, 5-methyl-3-pyrazolyl, 3- 
amlno-4-pyrazolyl, 1,2,3-thiadiazol-4-yl groups and 1,2,3-thiadiazol-5-yl groups. 

Specific examples of optionally substituted 5- or 6-membered aromatic heterocyclic groups having from 
1 to 4 hetero-atoms selected from oxygen, nitrogen and sulphur atoms, which may be represented by Rs in- 
clude: the 2-furyl, 3-furyl, 3-methyl-2-furyl, 4-methyl-2-furyl, 5-methyl-2-furyl, 2-methyl-3-furyl, 4-methyl-3- 
furyl. 5-methyl-3-furyl, 5-chloro-2-furyl, 5-chloro-3-furyl, 3-amino-2-furyl, 5-amlno-2-furyl, 3-acetamido-2-fur- 
yl, 5-acetamido-2- furyl, 5-phenyl-2-furyl, 5-(4-methylphenyl)-2-furyl, 5-(4-chlorophenyl)-2-furyl, 2,4-dime- 
thyl-3-furyl, 2,5-dimethyl-3-furyl, 3-methyl-5-amino-2-furyl, 2-thienyl, 3-thienyl, 3-methyl-2-thienyl, 4-methyl- 

2- thienyl, 5-methyl-2-thienyl, 2-methyl-3-thienyl, 4-methyl-3-thienyl, 5-methyl-3-thienyl. 5-ethyl-2-thienyl, 4- 
methoxy-2-thienyl, 4-methoxy-3-thienyl, 4-hydroxy-2-thienyl, 4-hydroxy-3-thienyl, 5-chloro-2-thienyl, 5- 
chloro-3-thienyl, 5-bromo-3-thienyl, 3-amino-2-thienyl, 5-amino-2-thienyl, 2-amino-3-thienyl, 4-amino-3-thie- 
nyl, 3-acetamido-2-thienyl, 5-acetamido-2-thienyl, 2-acetamido-3-thienyl, 4-acetamido-3-thienyl, 5-phenyl-2- 
thlenyl, 5-(4-methylphenyl)-2-thienyI, 5-(4-chlorophenyl)-2-thienyl, 3,4-dimethyl-2-thienyl, 3,5-dimethyl-2- 
thienyl, 4,5-dimethyl-2-thienyl, 2,4-dimethyl-3-thlenyl, 2,5-dimethyl-3-thienyl, 4,5-dlmethyl-3-thienyl, 5-me- 
thyl-2-amino-3-thienyl, 4-methyl-5-chloro-3-thienyl, 4,5-dichloro-2-thienyl, 2-amino-5-phenyl-3-thienyl, 
2,4,5-trlmethyl-3-thienyl, 2,5-dimethyl-4-amino-3-thlenyl, 2-pyrrolyl, 3-pyrrolyl, 1-methyl-2-pyrrolyl, 3-me- 
thyl-2-pyrrolyl, 4-methyl-2-pyr rolyl, 5-methyl-2-pyrrolyl, 1-methyl-3-pyrrolyl, 2-methyl-3-pyr rolyl, 4-methyl-3- 
pyrrolyl, 5-methyl-3-pyrrolyl, 4-methoxy-3-pyrrolyl, 4-hydroxy-3-pyrrolyl. 5-chloro-2-pyrrolyl, 5-chloro-3- 
pyrrolyl, 3-amlno-2-pyrrolyl, 4-amino-2-pyrrolyl, 3-acetamldo-2-pyrrolyl, 4-acetamido-2-pyrrolyl, 4-phenyl-2- 
pyrrolyl, 5-phenyl-2-pyrroIyl, 5-phenyl-3-pyrrolyl, 4-(4-methylphenyl)-2-pyrrolyl, 5-(4-methylphenyl)-2-pyr ro- 
lyl, 4-(4-methoxyphenyl)-2-pyrrolyl, 5-(4-methoxyphenyl)-2-pyrrolyl, 4-(4-fluorophenyl)-2-pyrrolyl, 5-(4-fluo- 
rophenyl)-2-pyrrolyl, 4-(4-chlorophenyl)-2-pyrrolyl, 5-(4-chlorophenyl)-2-pyrrolyl, 5-(4-methylphenyl)-3-pyr- 
rolyl, 5-(4-methoxyphenyl)-3-pyrrolyl, 5-(4-fluorophenyl)-3-pyrrolyl, 5-(4-chlorophenyl)-3-pyrrolyl, 1-(2-hy- 
droxyethyl)-2-pyrrolyl, 1-(3-hydroxypropyl)-2-pyrrolyl, 1-(2-hydroxyethyi)-3-pyrrolyl, 1-(3-hydroxypropyl)-3- 
pyrrolyl, 1,3-dimethyl-2-pyrrolyl, 1,4-dimethyl-2-pyrrolyl, 1,5-dlmethyl-2-pyrrolyl, 3,4-dlmethyl-2-pyrrolyl, 3,5- 
djmethyl-2-pyrrolyl, 4,5-dimethyl-2-pyrrolyl, 1,5-dlmethyl-3-pyrrolyl, 2,4-dimethyl-3-pyrrolyl, 2,5-dimethyl-3- 
pyrrolyl, 1-methyl-4-hydroxy-3-pyrrolyl, 1-methyl-4-methoxy-3-pyrrolyl, 1-methyl-2-chloro-3-pyrrolyl, 4-me- 
lhyl-5-chloro-3-pyrrolyl, 1-methyl-5-amlno-2-pyrrolyl, 3,4,5-trimethyl-2-pyrroIyl, 1 ,2,4-trimethyl-3-pyrrolyl. 
1,4-dimethyl-5-chloro-3-pyrrolyl, 1 ,4-dimethyl-5-bromo-3-pyrrolyl, 3,5-dimethyl-4-amino-2-pyrrolyl, 2-oxazo- 
lyl. 4-oxazolyl, 6-oxazolyl, 2-methyl-4-oxazolyl, 5-methyi-2-oxazolyl, 2-methoxy-4-oxazolyl, 2-hydroxy-4-ox- 
azolyl, 2-phenyl-4-oxazoiyl, 5-phenyl-2-oxazolyl, 2,5-dimethyl-4-oxazolyl, 2,4-dimethyl-5-oxazolyl, 5-methyl- 
2-phenyl-4-oxazblyl, 4-methyl-2-phenyt-5-oxazolyl, 3-isoxazolyl, 4-isoxazolyl, 3-methyl-4-isoxazotyl, 4-me- 
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thyl-3-isoxazolyl, 5-methyl-3-isoxazolyl, 3-methoxy-4-isoxazolyl, 4-methoxy-3-isoxazolyl, 3-hydroxy-4-isoxa- 
zolyl, 3-hydroxy-5-isoxazolyl, 4-hydroxy-3-isoxazolyl, 5-amino-4-isoxazolyl, 4-amino-3-isoxazolyl, 4-phenyl-3- 
isoxazolyl, 5-phenyl-3-isoxazolyl, 4-(4-methy!phenyl)-3-lsoxazolyl, 5-(4-methylphenyl)-3-isoxazolyl, 4,5-di- 
methyl-3-isoxazolyl, 5-methyl-4-hydroxy-3-isoxazolyl. 2-thiazolyl, 4-thiazolyl, 5-thiazolyi, 4-methyl-2-thlazo- 
lyl, 5-methyl-2-thiazolyl, 2-methyl-4-thiazolyl, 5-methyl-4-thiazolyl, 2-methyl-5-thiazolyI, 4-methyl-S-thlazo- 
lyl, 2-methoxy-4-thiazolyl, 2-methoxy-5-thiazolyl, 2-hydroxy-4-thiazolyl, 2-hydroxy-5-thiazolyl, 5-chloro-2- 
thiazolyl, 2-chloro-4-thlazolyI, 5-chloro-4-thlazolyl, 2-chloro-5-thiazolyl, 4-chloro-5-thiazolyl, 2-amino-4-thla- 
zolyl, 5-amino-4-thiazolyl, 2-amino-5-thiazolyl, 2-acetamldo-4-thiazolyl, 5-acetamido-4-thiazolyl, 2-acetami- 
do-5-thiazoIyl, 2-phenyl-4-thiazolyl, 2-phenyl-5-thiazolyl, 4,5-dimethyl-2-thiazo!yl, 2,5-dimethyl-4-thiazolyl, 
2,4-dimethyl-5-thiazolyl, 5-methyl-2-hydroxy-4-thiazolyl, 4-methyl-2-hydroxy-5-thlazolyl. 5-methyl-2-chloro- 
4-thiazolyl, 4-methyl-2-chloro-5-thlazolyl, 2-methyM-chloro-5-thiazolyl, 5-methyl-2-amino-4-thiazolyi, 2-me- 
thyl-5-amino-4-thlazolyl, 4-methyl-2-amlno-5-thiazolyl, 3-isothiazolyl, 4-isothiazolyl, 3-pyrazoIyl, 4-pyrazolyl. 
1-methyl-4-pyrazolyl, 3-methyl-4-pyrazolyl, 1-methyl-3-pyrazoIyl, 4-methyl-3-pyrazolyl, 5-methyl-3-pyra2olyl, 

1- methyl-5-pyrazolyl, 1-ethyl-4-pyrazolyl, 1-ethyl-3-pyrazolyl,5-ethyl-3-pyrazo!yl, 1-propyl-4-pyrazolyl, 1-pro- 
pyl-3-pyrazolyl, 5-propyl-3-pyra2olyl, 1-butyl-4-pyrazolyl, 4-methoxy-3-pyrazolyl, 4-propoxy-3-pyrazolyl, 4-hy- 
droxy-3-pyrazolyl, 4-ch!oro-3-pyrazolyl, 3-chloro-4-pyrazolyl, 4-bromo-3-pyrazolyl, 4-amlno-3-pyrazolyl, 5- 
amino-3-pyrazolyl, 3-amino-4-pyrazolyl, 3-acetamido-4-pyrazolyl, 3-proplonylamino-4-pyra2olyl, 4-acetami- 
do-3-pyrazolyl, 5-acetamldo-3-pyrazolyl, 5-phenyl-3-pyrazolyl, 1-(2-hydroxyethyI)-3-pyrazolyl, 1 -{3-hydroxy- 
propyl)-3-pyrazolyl, 1-(2-hydroxyethyl)-4-pyrazolyl, 1-(3-hydroxypropyl)-4-pyrazolyl, 1-(2-hydroxyethyl)-5- 
pyrazolyl, 1-(3-hydroxypropyl)-5-pyrazolyl, 1.3-dlmethyl-4-pyrazolyl. 1,5-dlmethyl-4-pyrazolyl, 3,5-dimethyl- 

4- pyrazolyl. 1,4-dimethyl-3-pyrazolyl, 1,5-dimethyl-3-pyra20lyl, 4,5-dimethyl-3-pyrazolyl, 1,3-dimethyl-5-pyr- 
azolyl, 1,4-dimethyl-5-pyrazolyl, 1-inethyl-4-methoxy-3-pyrazolyl, 5-methyl-4-hydroxy-3-pyrazolyt, 1-methyl- 

3- chloro-4-pyrazolyl. 1-methyl-5-chloro-4-pyrazolyl.5-methyl-3-chIoro-4-pyrazolyl, 1-methyl-4-chloro-3-pyra- 
zolyl, 5-methyl-4-chloro-3-pyrazolyl, 1-methyl-4-chloro-5-pyrazolyl, 1-methyl-3-amlno-4-pyrazolyl, 1-methyl- 

5- amino-4-pyrazolyl, 5-methyl-3-amino-4-pyrazolyl, 1-methyl-3-acetamido-4-pyrazolyl, 1-methyl-5-acetami- 
do-4-pyra2oIyl, 3-methyl-5-acetamido-4-pyrazolyl, 1-methyl-5-amino-3-pyrazolyl, 5-methyl-4-amino-3-pyra- 
zolyl, 4-methyl-5-amino-3-pyrazolyl, 1,3,5-trimethyl-4-pyrazolyl, 1,4,5-trimethyl-3-pyrazolyl, 1,3,4-trimethyl- 
5-pyrazolyl, 1,3-dimethyl-4-chloro-5-pyrazoly!, 2-imidazolyl, 4-imldazolyl, 1-methyi-2-imidazolyl, 5-methyl-2- 
imidazolyl, 1-methyl-4-imidazolyl, 2-methyl-4-imidazolyl, 5-methyl-4-imidazolyI, 1-ethyl-2-lmidazolyl, 4-ethyl- 

2- imidazolyl, 1-(2-hydroxyethyl)-2-imidazolyl, 1-(3-hydroxypropyl)-2-lmldazolyl. 4-amino-2-imldazolyl, 2-ami- 
no-4-imidazolyl, 5-amino-4-imldazolyl, 4-chloro-2-lmidazolyl, 2-chloro-4-imldazolyl, 5-chloro-4-lmidazoIyl, 

1 .2.3- oxadia2ol-4-yl. 1 .2,3-oxadiazol-5-yl, 5-met hyl-1 ,2,3-oxadiazol-4-yl, 4-methyl-1 ,2,3-oxadiazol-5-yl, 

1.2.4- oxadiazol-3-yl, 1,2,4-oxadlazol-5-yl, 1,2,5-oxadiazol-3-yl, 4-methyl-1,2,5-oxadlazol-3-yl, 4-phenyl- 

1 .2.5- oxadlazo!-3-yl, 4-(4-methylphenyl)-1 ,2,5-oxadlazol-3-yl, 1 ,3,4-oxadiazol-2-yl, 5-methyi-1 ,3,4-oxadia- 
zol-2-yl, 5-ethyl-1 ,3,4-oxadia20l-2-yl, 5-phenyl-1,3,4-oxadiazol-2-yl, 5-chloro-1,3,4-oxadiazol-2-yl, 5-amino- 
1.3,4-oxadlazol-2-yl, 6-acetamldo-1,3.4-oxadia20l-2-yl, 1,2,3-thiadiazol-4-yI. 1.2,3-thladiazol-5-yl, 5-met hyl- 

1.2.3- thiadiazol-4-yl.5-phenyl-1,2,3-th[adiazol-4-yl,5-(4-methylphenyl)-1,2,3-thiadiaz^^ 
thiadiazol-5-yl. 1.2.4-thiadiazol-3-yl, 1,2,4-thiadiazol-5-yl, 1,2,5-thiadiazol-3-yl. 4-methyl-1,2,5-thiadia2ol-3- 
yl, 1,3,4-thiadiazDl-2-yl, 5-met hyl-1, 3,4-thiadiazol-2-y), 5-ethyl-1,3,4-thiadiazol-2-yl, 5-phenyl-1,3,4-thiadiazol-2-yl, 
5-chloro-1 ,3,4-thiadia2ol-2-yl, 5-amlno-1 ,3,4-thiadiazol-2-yl, 5-acetamido-1 ,3,4-thiadia2ol-2-yl, 1 ,2,3-triazol- 

4- yl, 1-met hyl-1, 2.3-triazol-4-yl, 5-methyl-1,2,3-triazol-4-yl, 1,5-dimethyl-1,2,3-triazol-4-yl. 1,2.4-triazol-3-yl, 

1.2.4- triazol-5-yl, 1-methyl-1,2,4-trlazol-3-yl, 1-methyl-1,2,4-trla2ol-5-yl, 5-methyl-1,2,4-triazol-3-yl, 5-ethyl- 
1 ,2,4-triazo!-3-yl, 5-phenyl-1 .2,4-triazol-3-yl, 1-(2-hydroxyethyl)-1 ,2,4-triazol-3-yl, 1 -(3-hydroxy propyl)- 1 ,2.4- 
triazol-3-yl, 1-(2-hydroxyethyl)-1 ,2,4-triazol-5-yl, 1-(3-hydroxypropyl)-1 ,2,4-tria20l-5-yl, 5-chloro-1 ,2,4-triazol- 

3- yl, 5-amino-1,2.4-triazol-3-yl. 5-acetamido-1,2,4-tria2ol-3-yl, 1,3-dimethyl-1,2,4-triazol-5-yl, 1,5-dimethyl- 
1,2,4-triazol-3-yl, 2-ethyl-4-methyl-1,2,3-triazol-5-yl, tetrazol-5-yl. 1-methyltetrazol-5-y!, 2-methyltetrazol-5- 
yl, 1-ethyltetrazol-5-yl, 2-ethyltetrazol-5-yl, 1-phenyltetrazol-5-yl, 2-phenyltetrazol-5-yl, 1-(2-hydroxyethyl)tet- 
razol-5-yl, 2-(2-hydroxyethyl)tetrazol-5-yl, 1-(2-hydroxypropyl)tetrazol-5-yl, 2-(2-hydroxypropyl)tetrazol-5-yl. 
1-(3-hydroxypropyl)tetrazol-5-yl, 2-(3-hydroxypropyl)tetrazol-5-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 3-methyl-2- 
pyridyl, 4-methyl-2-pyridyl, 5-methyl-2-pyridyl, 6-methyl-2-pyridyl, 2-methyl-4-pyridyl, 3-methyl-4-pyridyl, 3- 
chloro-2-pyridyl, 4-chloro-2-pyridyl, 5-chloro-2-pyridyl, 6-chloro-2-pyridyl, 2-chloro-3-pyridyl, 4-chloro-3- 
pyridyl, 5-chloro-3-pyridyl, 6-chloro-3-pyridyl, 2-chloro-4-pyridyl, 3-chloro-4-pyrldyl, 3-amlno-2-pyridyl. 4-ami- 
no-2-pyridy!, 5-amino-2-pyridyl, 6-amino-2-pyridyl, 2-amino-3-pyridyl, 4-amino-3-pyridyl, 5-amino-3-pyridyl, 6- 
amino-3-pyrldyl, 2-amino-4-pyridyl, 3-amino-4-pyridyl, 3-hydroxy-2-pyridyl, 4-hydroxy-2-pyridyl, 5-hydroxy-2- 
pyridyl, 6-hydroxy-2-pyridyl, 2-hydroxy-4-pyridyl, 3-hydroxy-^ . ^pyridyl, 3-phenyl-2-pyridyl, 4-phenyl-2-pyri- 
dyl, 5-phenyl-2-pyridyl, 6-phenyl-2-pyridyl, 2-phenyl-4-pyridyl, 3-phenyl-4-pyridyl, 2-pyrimidinyl, 4-pyrimidinyl, 

5- pyrlmidinyl, 4-methyl-2-pyrimidlnyl, 5-methyl-2-pyrimidinyl, 2-methyl-4-pyrlmldinyl, 5-met hyl-4-pyrimidinyl, 

6- methyl-4-pyrlmidinyl. 2-methyl-5-pyrimldlnyl, 4-methyl-5-pyrimidinyl, 4-phenyl-2-pyrimidinyl, 5-phenyI-2- 
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pyrimidlnyl, 2-phenyl-4-pyrimidinyl, 5-phenyl-4-pyrlmidiny!, 6-phenyl-4-pyrimidinyl, 2-phenyl-5-pyrimidinyl, 4- 
phenyl-5-pyrimidinyl, 4-chloro-2-pyrimidinyl, 5-chloro-2-pyrimidinyl, 2-chloro-4-pyrlmidinyl. 5-chloro-4- 
pyrlmidlnyl, 6-chloro-4-pyrimidinyl, 2-chloro-5-pyrlmidinyl, 4-chloro-5-pyrimidiny!, 4-amlno-2-pyrimidinyl, 5- 
amino-2-pyrimjdinyl, 2-amino-4-pyrimldinyl, 5-amino-4-pyrimidinyl. 6-amlno-4-pyrimidinyl, 2-amino-5-pyrimi- 
dinyl, 4-amino-5-pyrimidinyl, 4-acetamido-2-pyrimldinyl, 5-acetamido-2-pyrimldinyl, 2-acetamido-4-pyrimldi- 
nyl, 5-acetamido-4-pyrimidinyl, 6-acetamido-4-pyrlmidinyl, 2-acetamido-5-pyrimidinyl, 4-acetamido-5-pyrimi- 
dinyl, 4,5-dimethyl-2-pyrimidinyl, 4,6-dimethyl-2-pyrimidinyl, 2,5-dimethyl-4-pyrimidinyl, 2,6-dimethyl-4-pyri- 
midinyl, 2,4-dimethyl-5-pyrimidinyl, 2,6-dimethyl-5-pyrimidinyl, 4-amino-5-hydroxy-2-pyrimldinyi, 4-amino-6- 
hydroxy-2-pyrimidlnyl, 2-amino-5-hydroxy-4-pyrimidinyl, 2-amino-6-hydroxy-4-pyrimidinyl, 2-aminb-4-hy- 
droxy-5-pyrimidinyl, 5-amino-2-hydroxy-4-pyrimldinyl, 6-amlno-2-hydroxy-4-pyrimidinyl, 4-amlno-2-hydroxy- 

5- pyrimidinyl, 4,5-diamino-2-pyrimidinyl, 4,6-diamino-2-pyrimidinyl, 2,5-diamino-4-pyrimidinyl, 2,6-diamino-4- 
pyrimldinyl, 2,4-diamino-5-pyrimldinyl, 2,6-diamino-5-pyrlmidlnyl, S-pyridazinyl, 4-pyrida2inyl, 4-methyl-3-pyr- 
Idazinyl, 5-methyl-3-pyridazinyl, 6-methyl-3-pyridazinyl, 3-methyl-4-pyridazinyl, 5-methyl-4-pyridazinyl, 6- 
nriethyl-4-pyridazinyl, 4-chloro-3-pyridazinyl, 5-chloro-3-pyridazinyl, 6-chloro-3-pyridazlnyl, 3-chloro-4- 
pyridazinyl, 5-chloro-4-pyridazinyl, 6-chloro-4-pyridazinyl, 4-hydroxy-3-pyrjdazlny!, 5-hydroxy-3-pyridazinyl, 

6- hydroxy-3-pyridazinyl, 3-hydroxy-4-pyridazinyI, 5-hydroxy-4-pyridazinyl, 6-hydroxy-4-pyridazinyl, 4-amino- 

3- pyridazinyl, 5-amino-3-pyridazinyl, 6-amino-3-pyridazlnyl, 3-amlno-4-pyrldazinyl, 5-amino-4-pyridazinyl, 6- 
amino-4-pyrldazinyl, 2-pyrazlnyl, 3-amino-2-pyrazinyl, 5'amino-2-pyrazlnyI, 6-amino-2-pyrazlnyl, 3-hydroxy- 

2- pyraziny!, 5-hydroxy-2-pyrazinyl, 6-hydroxy-2-pyrazinyl, 3,5-dihydroxy-2-pyrazinyl, 3,6-dlhydroxy-2-pyrazi- 
nyl, 1 ,2,3-triazin-4-yl, 1 ,2.3-triazin-5-yl. 5-methyl-1 .2,3-triazin-4-yl. 6-nriethyl-1 ,2,3-triazin-4-yl, 4-methyl- 

1.2.3- triazin-5-yl, 1.2,4-triazin-3-yl, 1,2,4-triazln-5-yl. 1 ,2.4-triazin-6-yl, 5-methyl-1,2,4-triazin-3-yl, 6-methyl- 

1.2.4- triazin-3-yl, 3-methyl-1,2,4-triazin-5-yI, 6-methyl-1,2,4-triazin-5-yl, 3-methyl-1,2,4-triazin-6-yl, 5-me- 
thyl-1,2,4-triazin-6-yl, 1 ,3,5-triazin-2-yl and 4-methyl-1,3,6-triazin-2-yl groups. 

Examples of preferred such groups Include: the 2-furyl, 3-furyl. 3-methyl-2-furyl, 4-methyl-2-furyl, 5-me- 
thyl-2-furyl, 2-methyl-3-furyl, 4-methyl-3-fijryl, 5-methyl-3-furyl, 2-thienyl, 3-thienyl, 3-methyl-2-thienyl, 4- 
methyl-2-thienyl, 5-methyl-2-thlenyl, 2-methyl-3-thienyl, 4-methyl-3-thienyl, 5-methyl-3-thienyl, 6-ethyl-2- 
thlenyl, 4-methoxy-2-thlenyl, 4-nriethoxy-3-thlenyl, 3-amlno-2-thlenyl, 5-amino-2-thlenyl, 2-amino-3-thlenyl, 

4- amino-3-thienyl, 2-pyrrolyl, 3-pyrrolyl, 1-methy!-2-pyrrolyl, 3-methyl-2-pyrrolyl, 4-methyl-2-pyrrolyl. 5-nrie- 
thyl-2-pyrrolyl, 1-methyl-3-pyrrolyl, 2-methyl-3-pyrrolyl, 4-methyl-3-pyrrolyl, 5-methyl-3-pyrrolyl, 4-methoxy- 

3- pyrrolyl, 4-hydroxy-3-pyrrolyl, 5-chloro-2-pyrrolyl, 5-chloro-3-pyrrolyl, 3-amlno-2-pyrrolyl, 4-amlno-2-pyrro- 
lyl, 3-acetamldo-2-pyrrolyl, 4-acetamldo-2-pyrrolyl, 4-phenyl-2-pyrrolyl, 5-phenyl-2-pyrrolyl, 5-phenyl-3-pyr- 
rolyl, 4-(4-methylphenyl)-2-pyrrolyl, 5-(4-methylphenyl)-2-pyrrolyI, 4-(4-methoxyphenyl)-2-pyrrolyl, 5-(4-me- 
thoxyphenyl)-2-pyrrolyl, 4-(4-chlorophenyl)-2-pyrrolyl, 5-(4-chlorophenyl)-2-pyrrolyl, 5-(4-methylphenyl)-3- 
pyrrolyl, 1-(2-hydroxyethyI)-2-pyrrolyl, 1-(3-hydroxypropyl)-2-pyrrolyl, 1-(2-hydroxyethyl)-3-pyrrolyl, 1-(3-hy- 
droxypropyl)-3-pyrrolyl, 1 ,3-dimethyl-2-pyrrolyl, 1 ,4-dimethyl-2-pyrrolyl, 1 ,5-dimethyl-2-pyrrolyl, 3,4-dime- 
thyl-2-pyrrolyl. 4,5-dimethyl-2-pyrrolyl, 1 ,5-dlmethyl-3-pyrrolyl, 2,4-dimethyl-3-pyrrolyl, 2,5-dimethyl-3-pyrro- 
lyl, 2-oxazolyl, 4-oxazolyl, 5-oxazolyl, 2-methyl-4-oxazolyl, 5-methyl-2-oxazolyl, 2-methoxy-4-oxazolyl, 2-hy- 
droxy-4-oxazolyl, 3-isoxazolyl, 4-isoxazolyl, 3-methyl-4-isoxazolyl, 4-methyl-3-isoxa20lyl, 5-methyl-3-isoxa- 
zolyl, 2'thlazolyl, 4-thiazolyl, 5-thiazolyl, 4-methyl-2-thlazolyl, 5-methyl-2-thiazolyl, 2-methyl-4-thlazolyl, 5- 
methyl-4-thiazolyl, 2-methyl-5-thlazolyl, 4-methyl-5-thiazolyl, 2-methoxy-4-thlazolyl, 2-methoxy-5-thlazoiyl, 

2- hydroxy-4-thlazolyl, 2-hydroxy-5-thlazolyl, 5-chloro-2-thlazolyl, 2-chloro-4-thiazolyl, 5-chloro-4-thiazolyt, 2- 
chloro-5-thiazolyl, 4-chloro-5-thlazolyl, 2-amino-4-thlazolyl, 5-amino-4-thlazolyl, 2-amlno-5-thia20lyl, 2-acet- 
amido-4-thiazolyl, 5-acetamldo-4-thiazolyl, 2-acetamldo-5-thiazolyl, 3-lsothiazolyl, 4-isothlazoiyl, 3-pyrazolyl, 

4- pyrazolyl, 1-methyl-4-pyrazolyl, 3-methyl-4-pyrazolyl, 1-methyl-3-pyrazolyl, 4-methyl-3-pyrazolyl, 5-me- 
thyl-3-pyrazolyl, 1-methyl-5-pyrazolyl, 1-ethyl-4-pyrazolyl, 1-ethyl-3-pyrazolyl, 5-ethyl-3-pyrazolyl, 1-propyl- 
4-pyrazolyl, 1-propyl-3-pyrazolyl, 5-propyl-3-pyrazoly1, 1-butyl-4-pyrazolyl, 4-methoxy-3-pyrazolyl, 4-chloro- 

3- pyrazolyl, 3-chloro-4-pyrazolyl, 4-bromo-3-pyrazolyl, 4-amlno-3-pyra2olyl, 5-amjno-3-pyrazolyl, 3-amino-4- 
pyrazolyl, 3-acetamido-4-pyrazolyl, 3-propionylamlno-4-pyrazolyK 4-acetamido-3-pyrazolyl, 5-acetamido>3- 
pyrazolyl, 5-phenyl-3-pyrazolyl, 1-(2-hydroxyethyl)-3-pyrazolyl, 1-(3-hydroxypropyl)-3-pyrazolyl. 1-(2-hydrox- 
yethyl)-4-pyrazolyl, 1-(3-hydroxypropyl)-4-pyrazolyl, 1-(2-hydroxyethyl)-5-pyrazolyl, 1-(3-hydroxypropyl)-5- 
pyrazolyl. 1,3-dimethyl-4-pyrazolyl, 1.5-dimethyl-4-pyrazolyl, 3,5-dimethyl-4-pyrazolyl, 1.4-dlmethyl-3-pyra- 
zolyl, 1,5-dinriethyl-3-pyrazolyl, 4,5-dimethyl-3-pyrazolyl, 1,3-dlmethyl-5-pyrazolyl, 1.4-dimethyl-5-pyrazolyl, 
1-methyl-3-amlno-4-pyrazolyl. 1-methyl-5-amlno-4-pyrazolyl, 5-methyl-3-amino-4-pyrazolyl. 1-methyl-3- 
acetamido-4-pyrazolyl, 1-methyl-5-acetamido-4-pyrazolyl. 3-methyl-5-acetamldo-4-pyrazolyl, 1-methyl-5- 
amino-3-pyrazolyl, 5-methyl-4-amlno-3-pyra2olyl, 4-methyl-5-amino-3-pyrazolyl, 2-lmidazolyl, 4-lmidazolyl. 
1-methyl-2-lmidazolyl. 5-methyl-2-lmldazolyl. 1-methyl-4-lmidazolyl, 2-methyl-4-imjdazolyl. 5-methyl-4-imi- 
dazolyl, 1-ethyl-2-lmldazolyl, 4-ethyl-2-lmldazolyl. 1-(2-hydroxyethyl)-2-imidazolyl, 1-(3-hydroxypropyl)-2-iini- 
dazotyl, 4-amino-2-lmidazolyl, 2-annino-4-lmldazolyl, 5-amino-4-lmidazolyl, 4-chloro-2-imidazoly, 2-chloro-4- 
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imidazolyl, 5-chloro-4-imidazolyl, 1,2,3-oxadia2ol-4-yl, 1,2.3-oxadiazol-5-yl, 5-methyl-1,2,3-oxadiazol-4-yl. 4- 
methyl-1,2,3-oxadia20l-5-yl, 1.2,4-oxadiazoI-3-yl, 1 ,2,4-oxadiazol-5-yl. 1,2.5-oxadiazol-3-yl, 4-methyl- 1,2,5- 
oxadlazol-3-yl. 4-phenyM,2.5-oxadiazol-3-yl, 1,3,4-oxadiazol-2-yl, 5-methyl-1,3,4-oxadiazol-2-yl, 5-ethyl- 

1 .3.4- oxadiazol-2-yl. 5-phenyl-1 ,3,4-oxadiazol-2-yl, 5-chloro-1 ,3,4-oxadiazol-2-yl, 5-amino-1 ,3,4-oxadiazo!- 
2-yl, 5-acetamldo-1,3,4-oxadlazol-2-yl, 1,2.3-thiadiazol-4-yI, 1,2,3-thiadiazol-5-yl. 5-methyl-1,2,3-thiadiazo!- 

4- yl, 5-phenyl-1 ,2,3-thiadiazol-4-yl, 4-methyl-1 ,2,3-thiadia2ol-5-yl, 1 .2.4-thiadiazol-3-yl, 1 ,2,4-thiadrazol-5-yI, 

1.2.5- thladiazol-3-yl, 4-methyl-1,2,5-thladiazol-3-yI, 1,3,4-thiadiazol-2-yl, 5-methyl-1.3,4-thiadiazol-2-yl, 5- 
ethyl-1,3,4-thiadlazol-2-yl, 5-phenyl-1,3,4-thiadiazol-2-yl, 5-chloro-1 ,3,4-thiadiazol-2-yl, 5-amino-1 .3,4-thia- 
diazol-2-yl, 5-acetamldo-1,3,4-thiadiazol-2-yl, 1,2,3-triazol-4-yl, 1-methyl-1,2,3-tria2ol-4-yl, 5-methyl- 1,2.3- 
triazoM-yl, 1.5-dlmethyl-1,2,3-triazol-4-yI, 1 ,2,4-triazol-3-yl, 1,2.4-triazol-5-yl, 1-methyl-1,2,4-triazol-3-yl, 1- 
methyI-1,2,4-trlazol-5-yl, 5-methyl-1,2,4-trlazol-3-yl, 5-ethyl-1,2.4-triazol-3-yl, 5-phenyl-1,2,4-triazol-3-yi, 1- 
(2-hydroxyethyl)-1,2,4-triazol-3-yl, 1-(3-hydroxypropyl)-1.2.4-triazol-3-yl, 1-(2-hydroxyethyl)-1,2,4-triazol-5- 
yl, 1-(3-hydroxypropyl)-1,2,4-triazoI-5-yl, 5-chloro-1,2,4-triazol-3-yl, 5-amino-1.2,4-triazol-3-yl, 5-acetamldo- 
1,2,4-triazol-3-yl. 1,3-dlmethyl-1,2,4-triazol-6-yl, 1.5-dimethyl-1,2,4-triazol-3-yl, tetrazoi-5-yl, 1-methyltetra- 
zol-5-yl, 2-methylt6trazol-5-yl, 1-ethyltetrazol-5-yl, 2-ethyItetrazol-5-yl, 1-phenyltetrazol-5-yl, 2-phenyltetra- 
zol-5-yl, 1-(2-hydroxyethyl)tetrazol-5-yl, 2-(2-hydroxyethyl)tetrazol-5-yl, 1-(2-hydroxypropyl)tetrazol''5'-yl. 2- 
(2-hydroxypropyl)tetrazol-5-yl. 1-(3-hydroxypropyI)tetrazol-5-yl, 2-(3-hydroxypropyl)tetrazol-5-yl. 2-pyridyl, 3- 
pyrldyl, 4-pyridyl, 3-methyl-2-pyridyl, 4-methyl-2-pyridyl, 5-methyl-2-pyrldyl, 6-methyl-2-pyridyl, 2-methyl-4- 
pyridyi, 3-methyl-4-pyridyl, 3-chloro-2-pyridyl, 4-chloro-2-pyridyl, 5-chloro-2-pyridyl, 6-chloro-2-pyridyl, 2- 
chloro-4-pyridyl, 3-chloro-4-pyrjdyI, 3-amino-2-pyridyl, 4-amino-2-pyrldyl, 5-amino-2-pyridyl, 6-amino-2-pyrl- 
dyl, 2-amino-4-pyrldyl, 3-amino-4-pyridyl, 3-hydroxy-2-pyridyl, 4-hydroxy-2-pyridyl, 5-hydroxy-2-pyridyl, 6-hy- 
droxy- 2-pyridyl, 2-hydroxy-4-pyridyl, 3-hydroxy-4-pyridyl, 3-phenyl-2-pyridyl, 4-phenyl-2-pyridyl, 5-phenyl-2- 
pyridyl, 6-phenyl-2-pyridyl, 2-pheny!-4-pyridyl, 3-phenyl-4-pyridyl, 2-pyrlmidinyl, 4-pyrimidlnyl, 5-pyrimidinyl, 4- 
methyl-2-pyrinnidlnyl, 5-methyl-2-pyrimldinyl, 2-methyl-4-pyrlmldinyl, 5-methyl-4-pyrimldlnyl, 6-methyl-4-pyr- 
imidlnyl, 4-phenyl-2-pyrimidinyl, 5-phenyl-2-pyrimidlnyl, 2-phenyl-4-pyrimldinyl, 5-phenyl-4-pyrimidinyl, 6-phe- 
nyl-4-pyrimidinyl, 4-chloro-2-pyrimidinyl, 5-chloro-2-pyrinnidinyl, 2-chloro-4-pyrimldinyl, 5-chloro-4-pyrimidinyl, 
6-chloro-4-pyrimidinyl, 4-amino-2-pyrimidinyl, 5-amino-2-pyrimidinyl, 2-amino-4-pyrimidinyl, 5-amino-4-pyri- 
mldinyl, 6-amino-4-pyrimidinyl, 4-acetamido-2-pyrimidinyl, 5-acetamido-2-pyrlmldinyl, 2-acetamido-4-pyrimi- 
dinyl, 5-acetamido-4-pyrimidinyl, 6-acetamido-4-pyrimidinyl, 4.5-dimethyl-2-pyrimidinyl, 4.6-dimethyl-2-pyri- 
midinyl, 2,5-dimethyl-4-pyrimldinyl, 2,6-dimethyl-4-pyrimldinyl, 4-amino-5-hydroxy-2-pyrimidlnyl, 4-amino-6- 
hydroxy-2-pyrimrdinyl, 2-amino-5-hydroxy-4-pyrimidinyl, 2-amino-6-hydroxy-4-pyrimidinyl, 5-amino-2-hy- 
droxy-4-pyrimidinyI, 6-amino-2-hydroxy-4-pyrlmidinyl, 4,5-diamino-2-pyrimidlnyl, 4,6-diamino-2-pyrimidinyl, 
2,5-diamino-4-pyrimidlnyl, 2,6-diamino-4-pyrimidinyl, 3-pyridazinyl, 4-pyridazinyl, 4-methyl-3-pyridazinyl, 5- 
methyl-3-pyridazlnyl, 6-methyl-3-pyridazlnyI, 3-methyl-4-pyridazinyl, 5-niethyl-4-pyridazlnyl, 6-methyl-4-pyr- 
Idazinyl, 4-chloro-3-pyrlda2inyl, 5-chloro-3-pyrldazinyl, 6-chloro-3-pyrida2inyl, 3-chloro-4-pyridazinyl. 5- 
chloro-4-pyridazinyl, 6-chloro-4-pyridazinyl, 4-hydroxy-3-pyridazinyl, 5-hydroxy-3-pyridazlnyl, 6-hydroxy-3- 
pyridazinyl, 3-hydroxy-4-pyridazinyI, 5-hydroxy-4-pyridazinyl, 6-hydroxy-4-pyridazinyl, 4-amino-3-pyrida2inyl, 

5- amino-3-pyridazinyl, 6-amino-3-pyridazinyl, 3-amlno-4-pyridazlnyl, 5-amlno-4-pyrlda2inyl, 6-amino-4-pyri- 
dazinyl, 2-pyrazinyl, 3-methy)-2-pyrazinyl, 5-methyl-2-pyrazinyl, 6-methyl-2-pyrazlnyl, 3-amlno-2-pyrazinyl, 5- 
amino-2-pyrazinyl, 6-amino-2-pyrazinyl, 3-hydroxy-2-pyrazinyl, 5-hydroxy-2-pyrazinyl, 6-hydroxy-2-pyrazinyl, 
3,5-dlhydroxy-2-pyrazinyl, 3,6-dlhydroxy-2-pyra2inyl. 1.2,3-triazin-4-yl, 1,2,3-trlazin-5-yl. 5-methyl-1.2.3-tria- 
zin-4-yl, 6-methyl-1,2,3-triazln-4-yl, 4-methyl-1,2,3-triazln-5-yl, 1,2,4-triazin-3-yl. 1,2,4-triazin-5-yl, 1.2,4-tria- 
zln-6-yl, 5-methyl-1,2,4-triazin-3-yl, 6-methyl-1,2,4-triazin-3-yl, 3-methyl-1,2,4-triazin-5-yl, 6-methyl-1,2,4-tri- 
azin-5-yl, 3-methyl-1,2,4-triazin-6-yl, 5-methyl-1,2,4-triazin-6-yl, 1 ,3,5-triazin-2-yl and 4-methyl-1,3,5-triazin- 
2-yl groups. 

Examples of more preferred such groups Include: the 2-imldazolyl, 4-lmidazolyl, 1-methyl-2-imldazolyl. 
5-methyl-2-imidazolyl, 1-methyl-4-imidazolyl, 2-methyl-4-imldazolyl, 5-methyl-4-imidazolyl, 4-chloro-2- 
imldazolyl, 2-chloro-4-imidazolyl, 5-chloro-4-imidazolyl, 1 ,3,4-oxadiazol-2-yl, 5-methyl-1,3,4-oxadiazol-2-yl, 
5-ethyl-1 ,3,4-oxadlazol-2-yl, 5-chloro-1 ,3,4-oxadiazol-2-yl, 5-amlno-1 ,3,4-oxadiazol-2-yl, 5-acetamldo-1 ,3,4- 
oxadiazol-2-yl, 1,3,4-thiadiazol-2-yl, 5-methyl-1,3,4-thiadiazol-2-yl, 5-ethyl-1,3,4-thladiazol-2-yl. 5-chloro- 
1 ,3,4-thiadiazol-2-yl, 5-amino-1 ,3,4-t hiadiazol-2-yl, 5-acetamldo-1 ,3,4-thladiazol-2-yl, 1 ,2,4-triazol-3-yl, 
1,2,4-trlazol-5-yl, 1-methyl-1,2,4-trlazol-3-yl, 1-methyl-1,2,4-trlazol-5-yl, 6-methyl-1,2,4-triazol-3-yl, 5-ethyl- 
1,2,4-triazol-3-yl, 5-phenyI-1,2,4-triazoi-3-yl, 5-chloro-1,2,4-triazol-3-yl, 5-amino-1,2,4-triazol-3-yl, 5-acetami- 
do-1,2,4-trlazol-3-yl, tetrazol-5-yl, 1-methyltetrazol-5-yl, 1-6thyltetrazol-5-yl, 2-pyrldyl, 3-pyridyl, 4-pyridyl, 3- 
methyl-2-pyrldyl, 4-methyl-2-pyridyl, 5-methyl-2-pyridyl, 6-methyl-2-pyrldyl, 2-methyl-4-pyridyl, 3-methyl-4- 
pyridyl, 3-chloro-2-pyridyl, 4-chloro-2-pyridyl, 5-chloro-2-pyrldyl, 6-chloro-2-pyrldyl, 2-chloro-4-pyridyl, 3- 
chloro-4-pyrldyl, 3-amino-2-pyridyl, 4-amino-2-pyrldyl. 5-amlno-2-pyridyl, 6-amino-2-pyrldyl, 2-amlno-4-pyri- 
dyl, 3*amino-4-pyridyl, 3-hydroxy-2-pyridyl, 4-hydroxy-2-pyridyl, 5-hydroxy-2-pyridyl, 6-hydroxy-2-pyridyl, 2- 



11 
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hydroxy-4-pyridyl. 3-hydroxy-4-pyrldyl, 2-pyrimidinyl, 4-pyrlmidinyl, 5-pyrimidlnyl. 4-methyl-2-pyrimidinyl, 5- 
methyl-2-pyrimidinyl, 2-methyl-4-pyrimidinyl, 5-methyl-4-pyrimidinyl, 6-methyl-4-pyrimidinyl, 4-chloro-2- 
pyrimidinyl, 5-chloro-2-pyrimidinyl, 2-chloro-4-pyrimidlnyl, 5-chloro-4-pyrimidinyl, 6-chloro-4-pyrimidinyl, 4- 
amino-2-pyrlmldinyl, 5-amino-2-pyrimidinyl, 2-amino-4-pyrimldinyl. 5-amino-4-pyrimidinyl, 6-amlno-4-pyrimh 

5 dinyl. 4-acetamido-2-pyrimidinyl, 5-acetamldo-2-pyrimldinyl, 2-acetamldo-4-pyrimidinyl, 5-acetamido-4-pyri- 
midinyl, 6-acetamido-4-pyrimidinyl, 4-amino-5-hydroxy-2-pyrimidinyl, 4-amino-6-hydroxy-2-pyrlmidinyl. 2- 
. amino-5-hydroxy-4-pyrimidinyl, 2-amino-6-hydroxy-4-pyrimidlnyl, 5-amlno-2-hydroxy-4-pyrlmidinyl, 6-amlno- 
2-hydroxy-4-pyrimldlnyl, 4,5-diamino-2-pyrlmidinyl, 4,6-diamino-2-pyrimidinyl, 2,5-diamjno-4-pyrimidinyl and 
2,6-diamino-4-pyrimidinyl groups. 

10 Examples of still more preferred such groups Include: the 2-lmldazolyl, 4-lmida2oly!, 1 .3,4-oxadia2ol-2-y!, 

5- methyl-1.3,4-oxadiazol-2-yl, 1.3,4-thiadia2ol-2-yl, 5-methyl-1,3,4-thiadiazol-2-yl. 1,2,4-tria2ol-3-yl. 1,2,4- 
trlazol-5-yl, 1-methyl-1.2,4-tria2ol-3-yl, 1-methyl-1,2,4-trlazol-5-yl, 5-methyl-1,2,4-triazol-3-yl, tetrazol-5-yl, 1- 
methyltetrazol-5-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl. 3-methyl-2-pyridyl. 4-methyl-2-pyridyl, 5-methyl-2-pyridyl, 

6- methyl-2-pyridyl, 2-methyl-4-pyrldyl, 3-methyl-4-pyridyl, 3-amino-2-pyridyl, 4-amino-2-pyridyl, 5-amino-2- 
15 pyridyl, 6-amino-2-pyridyl, 2-amino-4-pyridyl. 3-amino-4-pyrldyl, 3-hydroxy-2-pyridyl, 4-hydroxy-2-pyridyl, 5- 

hydroxy-2-pyridyl, 6-hydroxy-2-pyridyl, 2-hydroxy-4-pyridyl, 3-hydroxy-4-pyridyl, 2-pyrimidinyl, 4-pyrimidinyl, 

5- pyrlmldinyl. 4-methyl-2-pyrlmldlnyl, 5-methyl-2-pyrlmldinyl, 2-methyl-4-pyrlmidinyl, 5-methyl-4-pyrimidlnyl, 

6- methyl-4-pyrlmidlnyl. 4-amino-2-pyrlmldlnyl, 5-amino-2-pyrlmidlnyl, 2-amlno-4-pyrimidlnyl, 5-amlno-4-pyrl- 
midlnyl, 6-amino-4-pyrimldlnyl, 4-amlno-5-hydroxy-2-pyrimldinyl, 4-amino-6-hydroxy-2-pyrlmldinyl, 2-amino- 

20 5-hydroxy-4-pyrlmidinyl 2-amlno-6-hydroxy-4-pyrimidlnyl, 5-amlno-2-hydroxy-4-pyrimidinyl and 6-amlno-2- 

hydroxy-4-pyrlmldinyI groups. 

Examples of the most preferred such groups include: the 1,3,4-oxadiazol-2-yl, 5-methyl-1,3,4-oxadiazol- 

2-yl, 1.3.4-thiadiazol-2-yl, 1.2,4-triazol-3-yl. 1,2,4-tria2ol-5-yl, 1-methyl-1,2,4-triazol-3-yl. 1-methyl-1,2,4-tria- 

zol-5-yl, 5-methyl-1,2,4-triazol-3-yl, 2-pyridyl, 3-pyridyl, 4-pyridyl, 2-pyrimidinyl, 4-pyrimidinyl, 4-methyl-2-pyr- 
25 imidinyl, 6-methyl-2-pyrimidinyl, 2-methyl-4-pyrimidlnyl, 6-methyl-4-pyrimldlnyl and 6-methyl-4-pyrlmidinyl 

groups. 

The compounds of the present invention can form salts. Where the compound contains a carboxy group, 
it can form a salt with a cation. Examples of such salts include: salts with an alkali metal, such as sodium, po- 
tassium or lithium; salts with an alkaline earth metal, such as barium or calcium; salts with another metal, such 

30 as magnesium or aluminium; ammonium salts; organic base salts, such as a salt with triethylamine, diisopro- 
pylamine, cyclohexylamine or dicyclohexylamine; and salts with a basic amino acid, such as lysine or arginine. 
Also, since the compounds of the present Invention necessarily contain basic groups in their molecules, they 
can form acid addition salts. Examples of such add addition salts include: salts with mineral acids, especially 
hydrohalic acids (such as hydrofluoric acid, hydrobromic acid, hydroiodic acid or hydrochloric acid), nitric acid, 

35 perchloric acid, carbonic acid, sulphuric acid or phosphoric acid; salts with lower alkylsulphonic acids, such as 
methanesulphonic acid, trifluoromethanesulphonic acid or ethanesulphonic acid; salts with arylsulphonic 
acids, such as benzenesulphonic acid or g-toluenesulphonic acid; salts with organic carboxylic acids, such as 
acetic acid, fumaric acid, tartaric acid, oxalic acid, maleic acid, malic acid, succinic acid, benzoic acid, mandelic 
acid, ascorbic acid, lactic acid, gluconic acid, citric acid or 2-(4-hydroxybenzoyl)benzoic acid; and salts with 

40 amino acids, such as glutamic acid or aspartic acid. 

The compounds of the present Invention may contain several asymmetric carbon atoms in their molecules, 
and can thus form optical isomers. Although these are alt represented herein by a single molecular formula, 
the present Invention includes both the individual, Isolated isomers and mixtures, including racemates thereof. 
Where stereospecif ic synthesis techniques are employed or optically active compounds are employed as start- 

45 Ing materials, individual isomers may be prepared directly; on the other hand, if a mixture of isomers is pre- 
pared, the individual isomers may be obtained by conventional resolution techniques. 

Of the compounds of the present invention , we prefer those wherein represents a cyclic amino group 
having from 3 to 7 ring atoms, of which 1 is a nitrogen atom and the remainder are carbon atoms, or said dia- 
Ikylamino group, more preferably those wherein represents a cyclic amino group having 5 or 6 ring atoms, 

50 of which 1 is a nitrogen atom and the remainder are carbon atoms, or said dialkylamino group, especially those 
wherein W represents a 1-pyrrolidinyt, piperidino, dimethylamino or diethylamino group. 

Another preferred class of compounds of the present invention are those wherein R^ represents a group 
of formula -NHCHR^R^, wherein R^ and R"^ are independently selected from: 
alkyi groups having from 1 to 4 carbon atoms, 

55 phenyl groups which are unsubstituted or have at least one substituent selected from substituents ^, de- 

fined above, and 

benzyl and phenethyl groups; 

R3 and R^ together with the carbon atom to which they are attached, represent a cycloalkyi group having 

12 
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from 3 to 6 ring carbon atoms, 

An alternative preferred class of compounds of the present invention are those wherein represents an 
aromatic heterocyclic group having 5 ring atoms, of which 1 is a hetero-atom selected from nitrogen, oxygen 
and sulphur hetero-atoms, there are 0, 1 or 2 additional nitrogen hetero-atoms, and the remaining ring atoms 
5 are carbon atoms, said group being unsubstituted or having at least one substituent selected, in the case of 
substituents on carbon atoms, from substituents a and, in the case of substituents on nitrogen atoms, from 
substituents p, as defined above, and particularly those wherein said aromatic heterocyclic group is selected 
from furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, isothiazolyl, pyrazolyl, imidazolyl, oxadiazolyl and 
thiadiazolyl groups, which are unsubstituted or are substituted as def ined above. 
10 A further alternative preferred class of compounds of the present invention are those wherein repre- 
sents a group of formula -B-S(0)m-R^ wherein: 

B represents an alkylene or alkylidene group having from 1 to 3 carbon atoms; 
m Is 0, 1 or 2; and 

R^ represents: a substituted alkyi group which has from 2 to 4 carbon atoms and which is substituted at 
15 its 2-posltion by at least one substituent selected from substituents y; or an aromatic heterocyclic group which 
has 5 or 6 ring atoms of which 1 is a hetero-atom selected from nitrogen, oxygen and sulphur hetero-atoms, 
there are 0, 1, 2 or 3 additional nitrogen hetero-atoms, and the remaining ring atoms are carbon atoms, said 
group being unsubstituted or having at least one substituent selected, in the case of substituents on carbon 
atoms, from substituents a and, in the case of substituents on nitrogen atoms, from substituents e, as defined 
20 above. 

We also especially prefer those compounds of the present invention wherein A represents a group of for- 
mula -CH=CH- or -(CH2)n-, where n is 1 or 2. 

A more preferred class of compounds of the present invention are those wherein: 
Ri represents a 1-pyrrolidinyl, piperidino, dimethylamino or diethylamino group; 
25 R2 represents 

a group of formula -NHCHR^R*, wherein 

R3 and R^ are independently selected from alkyI groups having from 1 to 4 carbon atoms, benzyl 
groups, phenethyl groups and phenyl groups which are unsubstituted or which are substituted by at least one 
substituent selected from methyl, methoxy, fluorine atoms and chlorine atoms, 
30 or 

R3 and R"^, together with the carbon atom to which they are attached, represent a cydoalkyl group 
having from 3 to 6 ring carbon atoms, 

a furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, pyrazoiyi, imidazolyl or thiadiazolyl group, which 
is unsubstituted or is substituted by at least one substituent selected, in the case of substituents on carbon 
35 atoms, from substituents and, in the case of substituents on nitrogen atoms, from methyl and ethyl groups, 
or a group of formula -B-S(0)m-R^ wherein 

R^ represents: a substituted ethyl or propyl group which is substituted at its 2-position by at least 
one substituent selected from the group consisting of substituents yi; or an imidazolyl, 1,2,4-triazolyl, 1,3,4- 
oxadiazolyl, 1 ,3,4-thiadiazolyl, tetrazolyl, pyridyl or pyrimidinyl group which is unsubstituted or has at least one 
40 substituent selected, in the case of substituents on carbon atoms, from substituents and, in the case of sub- 
stituents on nitrogen atoms, from substituents €^ 

8 represents an alkylene or alkylidene group having from 1 to 3 cari^on atoms, 
and m is 0, 1 or 2; 
A represents a group of formula -CH=CH- or -(CH2)n-* where n is 1 or 2; 
45 substituents are selected from: methyl groups, ethyl groups, methoxy groups, ethoxy groups, hydroxy 
groups, chlorine atoms, amino groups; methylamino groups, ethylamino groups, dimethylamino groups, die- 
thylamino groups, alkanoylamino groups having from 1 to 3 carbon atoms, phenyl groups, and substituted phe- 
nyl groups in which the substituent is selected from methyl groups, methoxy groups, chlorine atoms and flu- 
orine atoms; 

50 substituents are selected from: hydroxy groups; alkanoyloxy groups having firom 1 to 5 carbon atoms; sub- 
stituted alkanoyloxy groups which have 3 or 4 carbon atoms and which are substituted by at least one sub- 
stituent selected from carboxy, methoxy carbon yl and ethoxy- carbonyl groups; phenylacetoxy groups; ben- 
zoyloxy groups; and cycloalkylcarbonyloxy groups in which the cydoalkyl part has from 3 to 6 ring carbon 
atoms; 

55 substituents s^ are selected from: methyl groups, ethyl groups, and hydroxyalkyi groups having from 2 to 4 car- 
bon atoms. 

Still more preferred compounds of the present invention are those compounds of formula (I) and salts 
thereof, wherein: 
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Ri represents a 1-pyrrolidinyl or piperidino group; 
R2 represents 

a group of formula -NHCHR3R^ wherein 

R3 and R^ are independently selected from methyl, ethyl, phenyl and benzyl groups, 
5 or 

R3 and R^, togetherwith the carbon atom to which they are attached, represent a cycloalkyi group 
. having from 3 to 5 ring carbon atoms, 

afuryl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, pyrazolyl or 1,2,3-thiadiazolyl group, which is un- 
substituted or is substituted by at least one substituent selected, in the case of substituents on carbon atoms, 
10 from substituents and, in the case of substituents on nitrogen atoms, from methyl and ethyl groups, 
or a group of formula -B-S(0)m-R^ wherein 

R^ represents: a substituted ethyl or propyl group which is substituted at its 2-position by at least 
one substituent selected from substituents y^; or a 1 ,2,4-triazolyl, 1 ,3,4-oxadiazolyl or pyrimidinyl group which 
is unsubstltuted or has at least one substituent selected, in the case of substituents on carbon atoms, from 
IS substituents and, in the case of substituents on nitrogen atoms, from methyl and ethyl groups, 
B represents an alkylene or alkyltdene group having from 1 to 3 carbon atoms, 
andmisOorl; 
A represents a group of formula -CH=CH- or -(CH2)2-; 

said substituents are selected from the group consisting of: methyl groups, ethyl groups, methoxy groups, 
20 ethoxy groups, hydroxy groups, chlorine atoms, amino groups, acetamido groups and phenyl groups; 

substituents are selected from: methyl groups, ethyl groups, methoxy groups, ethoxy groups, hydroxy 
groups, chlorine atoms, amino groups, and acetamido groups; 

substituents are selected from: hydroxy groups; acetoxy groups; propionyloxy groups; substituted alkanoy- 
loxy groups which have 3 or 4 carbon atoms and which are substituted by at least one sut>stituent selected 
25 from carboxy, methoxycarbonyl and ethoxycarbonyl groups; phenylacetoxy groups; benzoyloxy groups; and 
cydoalkylcarbonyloxy groups in which the cycloalkyi part has from 3 to 6 ring carbon atoms. 

Yet more preferred compounds of the present invention are those compounds of formula (I) and salts there- 
of, wherein: 

W represents a piperidino group; 
30 R2 represents 

a group of formula -NHCHR^R^, wherein 

and R"^ are independently selected from methyl, ethyl, phenyl and benzyl groups, 
or 

R3 and R^, togetherwith the carbon atom to which they are attached, represent a cycloalkyi group 
35 having 3 or 4 ring carbon atoms, 

a thienyl, pyrrolyl, thiazolyl, pyrazolyl or 1 ,2,3-thiadiazolyl group, which is unsubstituted or is substituted . 
by at least one substituent selected, in the case of substituents on carbon atoms, from substituents and, In 
the case of substituents on nitrogen atoms, from methyl groups, 
or a group of formula -B-S(0)m-R^ wherein 
40 B represents a methylene group and R^ represents: a substituted ethyl or propyl group which is 

substituted at its 2-position by at least one substituent selected from substituents y^; 
or 

B represents a trimethylene group and R^ represents: a 1,2,4-triazolyl, 1,3,4-oxadiazolyl or pyr- 
imidinyl group which is unsubstituted or has at least one substituent selected, in the case of substituents on 
45 carbon atoms, from methyl, hydroxy and amino groups, and, in the case of substituents on nitrogen atoms, 
firom methyl groups, 

and m is 0; 
A represents a group of formula -CH=CH-; 

substituents are selected from: methyl groups, methoxy groups, hydroxy groups, chlorine atoms and amino 
50 groups; 

substituents y^ are selected from: hydroxy groups; acetoxy groups; propionyloxy groups; substituted propio- 
noyloxy groups which are substituted by at least one substituent selected from carboxy, methoxycarbonyl and 
ethoxycarbonyl groups; benzoyloxy groups; and cydoalkylcarbonyloxy groups in which the cycloalkyi part has 
5 or 6 ring carbon atoms. 

55 The most preferred compounds of the present invention are those compounds of formula (I) and salts 
thereof, wherein: 
Ri represents a piperidino group; 
R2 represents: 
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a pyrazolyl group, which is unsubstituted or is substituted on a carbon atom by at least one amino sub- 
stituent, 

or a group of formula -B-S(0)m-R®, wherein 

6 represents a methylene group and represents: a substituted ethyl group which is substituted 
5 at its 2-position by at least one substituent selected from substituents hydroxy, acetoxy, propionyloxy, benzoy- 
loxy, cyclopentylcarbonyloxy and cyclohexylcarbonyloxy groups; 
or 

B represents a trimethylene group and represents: a 2-pyrimidinyl group; 
and m is 0; 

10 A represents a group of formula -CH=CH-. 

Examples of specific preferred compounds of the present invention are those compounds of formula (I- 
1), in which the substituents are as defined in Table 1, and those compounds of formula (1-1), in which the 
substituents are as defined in Tables 2 and 3. 



20 




In the Tables, the following abbreviations are used: 





Ac 


acetyl 




Aze 


azetidino 


30 


Azi 


aziridino 




Boz 


benzoyl 




Bu 


butyl 




cBu 


cyclobutyl 




JBu 


isobutyl 


35 


sBu 


sec-butyl 




Byr 


butyryl 




IByr 


isobutyryl 




Bz 


benzyl 




Et 


ethyl 


40 


Etc 


ethoxycarbonyl 




Fo 


formyl 




Fur 


furyl 




Hp 


heptyl 




cHp 


. cycloheptyl 


45 


Hx 


hexyl 




cHx 


cyciohexyl 




iHx 


isohexyl 




Imidazo 


imidazolyl 




Isoxazo 


isoxazolyl 


50 


Isothiazo 


isothiazolyl 




Me 


methyl 




Mec 


methoxycarbonyl 




Naph 


naphthyl 




cOc 


cyclooctyl 


55 


Oxazo 


oxazolyl 




Oxadiazo 


oxadiazolyl 




Ph 


phenyl 




Phc 


phenoxycarbonyl 
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Pip 


piperidlno 




Piv 


pivaloyi 




Pn 


pentyl 




cPn 


cyclopentyl 


5 


IPn 


isopentyl 




nPn 


neopentyl 




Pr 


propyl 




cPr 


cyctopropyl 




iPr 


isopropyl 


10 


Pre 


propoxycarbonyl 




Prn 


propionyl 




Pyl 


pyrrolyl 




Pymz 


pyrimidinyl 




Pyr 


1 -pyrrol idinyl 


15 


Pyrazo 


pyrazolyl 




Pyz 


pyridyl 




Tetrazo 


tetrazolyl 




ThI 


thienyl 




Thiazo 


thiazoiyi 


20 


Thiadiazo 


thiadiazolyl 




Triazo 


triazoiyi 




Val 


valeryl 




iVal 


isovaleryl. 



25 



30 



35 



40 



45 



50 
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Tablfi 1 



5 ' 

Cpd. 

No, A r2 



10 





1-1 


Pip 


CH=CH 


2 -Fur 




1-2 


Pip 


CH=CH 


3 -Fur 


15 


1-3 


Pip 


CH-CH 


4-Me-2-Fur 




1-4 


Pip 


CH-CH 


5 -Me- 2 -Fur 




1-5 


Pip 


CH-CH 


2 -Me- 3 -Fur 


20 


1-6 


Pip 


CH=CH 


5 -Me- 3 -Fur 


1-7 


Pip 


CH=CH 


5-Cl-2-Fur 




1-8 


Pip 


CH=CH 


5-Cl-3-Fur 




1-9 


Pip 


CH=CH 


5-NH2-2-Fur 


25 


1-10 


Pip 


CH-CH 


5-AcNH-2-Fur 




1-11 


Pip 


CH=CH 


5-Ph-2-Fur 




1-12 


Pip 


CH-CH 


5- (4-MePh) -2-Fur 


30 


1-13 


Pip 


CH-CH 


5- (4-ClPh) -2-Fur 


1-14 


Pip 


CH-CH 


3-Me-5-NH2-2-Fur 




1-15 


Pip 


CH-CH 


2,4-diMe-3-Fur 




1-16 


Pip 


CH-CH 


2-Thi 


OK 

JO 


1-17 


Pip 


CH-CH 


3-Thi 




1-18 


Pip 


CH-CH 


3 -Me- 2-Thi 




1-19 


Pip 


CH-CH 


5-Me-2-Thi 


40 


1-20 


Pip 


CH-CH 


2 -Me- 3-Thi 




1-21 


Pip 


CH-CH 


4 -Me- 3-Thi 




1-22 


Pip 


CH-CH 


5 -Me- 3-Thi 


45 


1-23 


Pip 


CH-CH 


4-MeO-2-Thi 


1-24 


Pip 


CH-CH 


4-MeO-3-Thi 




1-25 


Pip 


CH-CH 


4-H0-2-Thi 




1-26 


Pip 


CH-CH 


4-H0-3-Thi 


SO 


1-27 


Pip 


CH-CH 


5-Et-2-Thi 




1-28 


Pip 


CH-CH 


5-Cl-2-Thi 



55 
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Table 1 (rr^^X,) 



Cpd. 

No. r1 a r2 



10 





1-29 


Pip 


CH=CH 


S-Cl-3-Thi 




1-30. 


Pip 


CH=CH 


5-Br-3-Thi 


IS 


1-31 


Pip 


CH=CH 


3-NH2-2-Thi 




1-32 


Pip 


CH=CH 


5-NH2-2-Thi 




1-33 


Pip 


CH-CH 


2-NH2-3-Thi 


20 


1-34 


Pip 


CH=CH 


4-NH2-3-Thi 


1-35 


Pip 


CH=CH 


3-AcNH-2-Thi 




1-36 


Pip 


CH«CH 


4-AcNH-3-Thi 




1-37 


Pip 


CH-CH 


5-Ph-2-Thi 


25 


1-38 


Pip 


CH=CH 


4,5-diMe-2-Thi 




1-39 


Pip 


CH=CH 


3,5-diMe-2-Thi 




1-40 


Pip 


CH=CH 


2,5-diMe-3-Thi 


30 


1-41 


Pip 


CH=CH 


4,5-diMe-3-Thi 


1-42 


Pip 


CH=CH 


4,5-diCl-2-Thi 




1-43 


Pip 


CH=CH 


2-NH2-5-Ph-3-Thi 




1-44 


Pip 


CH-CH 


4-NH2-2,5-diMe-3-Thi 




1-45 


Pip 


CH-CH 


2-Pyl 




1-46 . 


Pip 


CH=CH 


3-Pyl 




1-47 


Pip 


CH=CH 


l-Me-2-Pyl 


40 


1-48 


Pip 


CH=CH 


3-Me-2-Pyl 




1-49 


Pip 


CH-CH 


4-Me-2-Pyl 




1-50 


Pip 


CH-CH 


2-Me-3-Pyl 


45 


1-51 


Pip 


CH-CH 


5-Me-3-Pyl 


1-52 


Pip 


CH-CH 


3-NH2-2-Pyl 




1-53 


Pip 


CH-CH 


4-NH2-2-Pyl 




1-54 


Pip 


CH-CH 


3-AcNH-2-Pyl 


50 


1-55 


Pip 


CH=CH 


5-Cl-2-Pyl 




1-56 


Pip 


CH=CH 


5-Cl-3-Pyl 



55 
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Table 1 fl7nn^ ) 



5 





UpQ • 


R 




R 


10 














Pip 




4 - Pn - <^ - pyx 




1 _ c Q " 


Pip 




D - pn- o - pyi 


19 


1 CO 


Pip 


CH=Lrl 


1-M8- 4 -Meo- i -Pyi 




1-oU 


Pip 


Cn=uii 


1 - Me - 4 - HO - 3 - Py 1 




1-51 


Pip 


CHs=CH 


3,5- diMe - 2 - Pyl 


20 


1-52 


Pip 


CH=CH 


4,5- aiMe -2 - Pyl 


1-53 


Pip 


CHsCH 


1, 3-ciiMe-2-Pyl 




1-64 


Pip 


CH=CH 


5-NH2-l-Me-2-Pyl 




1-55 


Pip 


Cn»CH 


4-NH2-3, 5-aiMe-2-Pyl 


25 


1-55 


Pip 


CH=CH 


5 - Br -1,4- uiMe - 3 - Pyl 




1 - 57 


Pip 


/-"ITT /"ITT 


4-Oxazo 




1 ^ Q 


Pip 


/ITT riTJ 


5-Oxazo 


30 


1-59 


Pip 


Cn=CH 


2-Oxazo 




1 - /u 


Pip 


CH«CH 


2 - Me - 4 - Oxazo 




1-/1 


Pip 


un=Cn 


2 - Pn- 4 -oxazo 


35 


1 - •70 
± - /Z 


Pip 


r^TT r^xj 


5 - pn- 2 - oxazo 


1- /j 


Pip 


/^TT OTJ 


2 -HO* 4 -Oxazo 




1 - '7A 


Pip 




2,5- ame - 4 - oxazo 




1" iO 


Pip 




4 - Me - 2 - pn - 5 - oxazo 


40 


X - / D 


Pip 


/^TT r*zi 


3-Xsoxazo 






Pip 




4-isoxazo 




1-78 


Pip 


CH"CH 


4-Me-3-lsoxazo 


45 


1-79 


Pip 


CH=CH 


5 -Me- 3 - Isoxazo 




1-80 


Pip 


CH=CH 


3 -Me- 4 r- Isoxazo 




1-81 


Pip 


CH=CH 


4 -MeO - 3 - Isoxazb 




1-82 


Pip 


CH=CH 


4 -HO- 3 -Isoxazo 


50 


1-83 


Pip 


CH=CH 


3 -HO- 4 -Isoxazo 




1-84 


Pip 


CH=CH 


3 -HO- 5 -Isoxazo 
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Table 1 <rnnr„) 



Cpd. 
No. 



1-85 


Pip 


CH=CH 


4 -NH2 - 3 - Isoxazo 


1-86 


Pip 


CH=CH 


5-NH2-4-Isoxazo 


1-87 


Pip 


CH=CH 


5 -Ph- 3 -Isoxazo 


1-88 


Pip 


CH=CH 


4 -Ph- 3 -Isoxazo 


1-89 


Pip 


CH=CH 


4 , 5 -diMe- 3 - Isoxazo 


1-90 


Pip 


CH=CH 


4 - HO - 5 -Me - 3 - Isoxazo 


1-91 


Pip 


CH-CH 


2-Thiazo 


1-92 


Pip 


CH-CH 


4-Thiazo 


1-93 


Pip 


CH-CH 


5-Thiazo 


1-94 


Pip 


.CH=CH 


4-Me-2-Thia2o 


1-95 


Pip 


CH=CH 


2 -Me -4-Thiazo 


1-96 


Pip 


CH=CH 


2 -Me -5-Thiazo 


1-97 


Pip 


CH=CH 


2 -MeO- 4-Thiazo 


1-98 


Pip 


CH=CH 


2 -MeO- 5-Thiazo 


1-99 


Pip 


CH-CH 


2 -HO- 4-Thiazo 


1-100 


Pip 


CH-CH 


2-HO-5-Thia20 


1-101 


Pip 


CH-CH 


2 -CI -5-Thiazo 


1-102 


Pip 


CH-CH 


5-Cl-2-Thiazo 


1-103 


Pip 


CH-CH 


2 -NHj -4-Thiazo 


1-104 


Pip 


CH-CH 


2 -NHj- 5-Thiazo 


1-105 


Pip 


CH=CH 


5 -NHj -4-Thiazo 


1-106 


Pip 


CH=CH 


2 - AcNH - 4 - Thiazo 


1-107 


Pip 


CH=CH 


5 -AcNH- 4-Thiazo 


1-108 


Pip 


CH-CH 


2 -Ph- 4 -Thiazo 


1-109 


Pip 


CH-CH 


4,5-diMe-2-Thiazo 


1-110 


Pip 


CH=CH 


2 -HO- 5 -Me- 4 -Thiazo 


1-111 


Pip 


CH-CH 


5 - NH2 - 2 -Me - 4 - Thiazo 


1-112 


Pip 


CH=CH 


2-Cl-4-Me-5-Thiazo 
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5 . 

Cpd. 

No. A r2 



10 





1-113 


Pip 


CH=CH 


3-Isothiazo 




1-114 


Pip 


CH-CH 


4-Isothiazo 


IS 


1-115 


Pip 


CH-CH 


3 - Pyrazo 




1-116 


Pip 


CH=CH 


4 - Pyrazo 




1-117 


Pip 


CH=CH 


l-Me- 3 -Pyrazo 


20 


1-118 


Pip 


CH-CH 


1-Et- 3 -Pyrazo 




1-119 


Pip 


CH=CH 


1-Pr- 3 -Pyrazo 




1-120 


Pip 


CH-CH 


l-Me- 4 -Pyrazo 




1-121 


Pip 


CH-CH 


1-Bt- 4 -Pyrazo 


25 


1-122 


Pip 


CH-CH 


1-Pr- 4 -Pyrazo 




1-123 


Pip 


CH=CH 


1-Bu- 4 -Pyrazo 




1-124 


Pip 


CH-CH 


4 -Me- 3 -Pyrazo 


30 


1-125 


Pip 


CH-CH 


5 -Me- 3 -Pyrazo 




1-126 


Pip 


CH-CH 


S'-Et- 3 -Pyrazo 




1-127 


Pip 


CH-CH 


5 -Pr- 3 -Pyrazo 




1-128 


Pip 


CH-CH 


5-Me- 4 -Pyrazo 


35 


1-129 


Pip 


CH-CH 


4-^teO-3-Pyrazo 




1-130 


Pip 


CH-CH 


4 -Pro- 3 -Pyrazo 




1-131 


Pip 


CH=CH 


4 -HO- 3 -Pyrazo 


40 


1-132 


Pip 


CH-CH 


4-^01-3 -Pyrazo 




1-133 


Pip 


CH-CH 


4 -Br- 3 -Pyrazo 




1-134 


Pip 


CH-CH 


3 -Cl-4 -Pyrazo 


45 


1-135 


Pip 


CH-CH 


4-NH2-3-Pyrazo 


1-136 


Pip 


CH-CH 


5-NH2-3-Pyrazo 




1-137 


Pip 


CH-CH 


3-NH2-4-Pyrazo 




1-138 


Pip 


CH-CH 


4-AcNH-3-Pyrazo 


50 


1-139 


Pip 


CH-CH 


5 - AcNH - 3 - Pyrazo 




1-140 


Pip 


CH-CH 


3 - AcNH- 4 - Pyrazo 



55 
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Table 1 fr^^r^*-,} 



Cpd. 



INO • 


K 




K 


1 - 1 A 1 






J - liuv^UJNrl- *± - Ir'yiTS.ZO 


1-1 AO 

,X 


ir\ 




D - irii- o - Fyrazo 


1 - 1 A") 


Fip 




X , 3 " Qine - J - pyrazo 






Wfl— >V»J1 


X , ^ - Uirae - J - iryx clZO 




Ir'ip 


PW— PW 


^ , D - uine - J - irYx azo 


1-146 


Pin 
Ir'ip 




J - Me - ffc - iry xctZO 


1-147 


ir'ip 




J , D " ame - ^ - Fyr azo 


l-14fl 

X X*X o 


Fip 




X , b - aine - 4 - pyrazo 


1-14Q 
X x^^ 


P-l n 




X , J - uirae - 4 - pyrazo 


1-150 


Pt t\ 
ir'ip 




1 , J - cLine - 3 - iryr azo 


1-151 


Plo 
ir'ip 




J - v-1 - o - jxie - ^ - fy xazo 


1-152 


Pin 




O - Ul - X - we - - iryiaZO 


1-153 


Pin 




o - ^x - X - we - ^ - iryxazo 


1-154 






4 - PI -1 . Mo . . Orri^a «7 r\ 

*t - wi X -rae J fryzTazo 


1-155 


Pin 




4 — PI - ^^ - Ma . . P^y v»a 

•t - v-»i ~ o -rae - J - r'yxazo 


1-156 


Pio 


CHsCH 


4 * PI • 1 - VTck * • Pwa 
*t wX X Kic J iryxazij 


1-157 


Pio 






1-158 


Pio 




^ • MTT - 1 • h/fa .A - P\rv*s 

J ^^^^2 - ^ - xryxaZU 


1-159 


Pin 
jrxp 




o - wtij X -Kie- ^ - Fyxazo 


1-160 


Pin 

crxp 




D - ^^'^2 ^ " O iry X aZO 


X X Q X 


Pi n 


PW— PTJ 


D - JMiij " 1 - Me - J - pyrazo 


1-162 


Pip 


CH=CH 


5-AcNH-l-Me-4- Pyrazo 


1-163 


Pip 


CH=CH 


4-NH2-5-Me-3-Pyrazo 


1-164 


Pip 


CH=CH 


4-HO-5-Me-3-Pyrazo 


1-165 


Pip 


CH=CH 


5 - AcNH- 3 -Me- 4 - Pyrazo 


1-166 


Pip 


CH=CH 


1,3,5- t riMe - 4 - Pyrazo 


1-167 


Pip 


CH=CH 


1, 3, 4-triMe-5-Pyrazo 


1-168 


Pip 


CH=CH 


4-Cl-l,3-cliMe-5-Pyrazo 
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Table 1 rrop^j 



Cpd. 

No. A 



1 


-169 


Pip 


CH=CH 


2 - Imidazo 




1 


-170 


Pip 


■ CH-CH 


4-Imidazo 




1 


-171 


Pip 


CH-CH 


2 - Me - 4 - Imidazo 




1 


-172 


Pip 


CH«CH 


1 - Me - 4 - Imidazo 




1 


-173 


Pip 


CH-CH 


5 - Me - 4 - Imidazo 




1 


-174 


Pip 


CH=CH 


5 -Me- 2 -Imidazo 




1 


-175 


Pip 


CH=CH 


l-Me- 2 -Imidazo 




1 


-176 


Pip 


CH-CH 


1,2,3 -Oxadiazo - 5 - yl 




1 


-177 


Pip 


CH=CH 


1 , 3 , 4 - Oxadiazo - 2 - yl 




1 


-178 


Pip 


CH-CH 


1,2,3- Oxadiazo - 4 - yl 




1 


-179 


Pip 


CH-CH 


1,2,4 -Oxadiazo- 5 -yl 




1 


-180 


Pip 


CH-CH 


1 , 2 , 4 - Oxadiazo - 3 - yl 




!■ 


-181 


Pip 


CH-CH 


1 , 2 , 5 -Oxadiazo-3 -yl 




1- 


-182 


Pip 


CH-CH 


5-Me-l, 2 , 3-Oxadiazo-4- 


yl 


1- 


■183 


Pip 


CH-CH 


4-Me-l,2,5-0xadiazo-3- 


yl 


1- 


-184 


Pip 


CH-CH 


4 -Ph- 1,2, 5 -Oxadiazo- 3- 


yl 


1- 


■185 


Pip 


CH-CH 


1,2,3 -Thiadiazo- 4 -yl 




1- 


■186 


Pip 


CH-CH 


1 , 2 , 3 -Thiadiazo- 5 -yl 




1- 


■187 


Pip 


CH-CH 


1 , 3 , 4 - Thiadiazo- 2 -yl 




1- 


■188 


Pip 


CH-CH 


1 , 2 , 4 - Thiadiazo- 3 -yl 




1- 


■189 


Pip 


CH-CH 


1,2, 4 -Thiadiazo- 5 -yl 




1- 


190 


Pip 


CH=CH 


1,2, 5 -Thiadiazo- 3 -yl 




1- 


191 


Pip 


CH=CH 


4 - Me -1,2,3- Thiadiazo - 5 


-yl 


1- 


192 


Pip 


CH-CH 


5 -Me - 1 , 2 , 3 - Thiadiazo - 4 


-yl 


1- 


193 


Pip 


CH-CH 


4-Me-l,2,5- Thiadiazo - 3 


-yl 


1- 


194 


Pip 


CH-CH 


5 - Ph - 1 , 2 , 3 - Thiadiazo - 4 


-yl 


1- 


195 


Pyr 


CH-CH 


2 -Fur 




1- 


196 


Pyr 


CH-CH 


3 -Fur 
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Table 1 (n^j^Y,) 



Cpd. 

No. A r2 





1-197 


Pyr 


. CH=CH 


4-Me-2-Fur 




1-198 


Pyr 


CH=CH ■ 


2-Me-3-Fur 


15 


1-199 


Pyr 


CH=CH 


2,4-diMe-3-Fur 




1-200 


Pyr 


CH=CH 


2-Thi 




1-201 


Pyr 


CH»CH 


3-Thi 


20 


1-202 


Pyr 


CH=CH 


3-Me-2-Thi 


1-203 


Pyr 


CH-CH 


2 -Me- 3-Thi 




1-204 


Pyr 


CH-CH 


4 -Me- 3-Thi 




1-205 


Pyr 


CH-CH 


4-MeO-3-Thi 


25 


1-206 


Pyr 


CH-CH 


4-H0-2-Thi 




1-207 


Pyr 


CH=CH 


5-Cl-3-Thi 




1-208 


Pyr 


CH=CH 


3-NH2-2-Thi 


30 


1-209 


Pyr 


CH»CH 


2-NH2-3-Thi 




1-210 


Pyr 


CH=CH 


3-AcNH-2-Thi 




1-211 


Pyr 


CH-CH 


5 -Ph- 2-Thi 


JO 


1-212 


Pyr 


CH-CH 


4,5-diMe-2-Thi 


1-213 


Pyr 


CH-CH 


2,5-diMe-3-Thi 




1-214 


Pyr 


CH-CH 


4,5-diCl-2-Thi 




1-215 


. Pyr 


CH-CH 


4 -NHj - 2 , 5 -diMe - 3 -Thi 


40 


1-216 


Pyr 


CH-CH 


2-Pyl 




1-217 


Pyr 


CH-CH 


3-Pyl 




1-218 


Pyr 


CH-CH 


l-Me-2-Pyl 


46 


1-219 


Pyr 


CH=CH 


3-Me-2-Pyl 


1-220 


Pyr 


CH-CH 


4-Me-2-Pyl 




1-221 


Pyr 


CH-CH 


2-Me-3-Pyl 




1-222 


Pyr 


CH-CH 


l-Me-4-MeO-3-Pyl 


50 


1-223 


Pyr 


CH-CH 


3,5-diMe-2-Pyl 




1-224 


Pyr 


CH-CH 


l,3-diMe-2-Pyl 
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Table 1 Innnf ) 



Cpd. 

No. A 



10 





1 - O O R 


Pyr 


CH=CH 


4-Oxazo 




J. * Z^O 


Pyr 


CH=CH 


5-Oxazo 


15 


1 - OO "7 
I'Z^ / 


Pyr 


CH«CH 


2-Oxazo 




1 - OO o 


Pyr 


CH«CH 


2-Me-4-0xa2o 




1 - OOQ 


Pyr 


CH=CH 


5-Ph-2-0xa2O 




1 O 1 A 


Pyr 


CH=CH 


2,5- diMe - 4 - Oxazo 


20 




Pyr 


CH»CH 


3-lsoxazo 




1 - o *a o 


Pyr 


CHssCH 


4-lsoxazo 






Pyr 


CH=CH 


5-Me-3-Isoxazo 


25 


1 O 'J >! 

1 -Z J4 


Pyr 


CH=CH 


3 - Me - 4 - Isoxazo 




1 - O 1 c 


Pyr 


Cn=CH 


4 -MeO - 3 - Isoxazo 




1 - O "J c 


Pyr 


CH=CH 


4 -HO- 3 -Isoxazo 


30 


1 0 1 


Pyr 


CH=CH 


3 - HO- 5 - Isoxazo 


1 - 0 7 Q 

X - z 0 0 


Pyr 


CH=CH 


5 -HO- 4 -Isoxazo 




1 - 0 Q 
X •* Z J 


Pyr 


CH=Cn 


4 -NH2 - 3 - Isoxazo 




1 - 0 A n 

X - Z ft u 


Pyr 


/-ITT ^TT 


5 - Ph- 3 - Isoxazo 






pyr 


r^u r*Tj 


4 , 5 -axMe-3 - Isoxazo 




1 0 /I 0 
X - Z4Z 


Pyr 


CH=CH 


4 - HO - 5 - Me - 3 - Isoxazo 




1-243 


Pyr 


CH=CH 


2-Thiazo 


40 


1-244 


Pyr 


CH=CH 


4-Thiazo 


1-245 


Pyr 


CH-CH 


5-Thiazo 




1-246 


Pyr 


CH=CH 


4 -Me -2-Thiazo 




1-247 


Pyr 


CH=CH 


2-Me-5-Thiazo 


45 


1-248 


Pyr 


CH=CH 


2 -MeO- 4-Thiazo 




1-249 


Pyr 


CH=CH 


2 -MeO- 5-Thiazo 




1-250 


Pyr 


CH=CH 


2-H0-5-Thia2O 


50 


1-251 


Pyr 


CH=CH 


5 -CI -2-Thiazo 




1-252 


Pyr 


CH=CH 


2 -NH^- 4-Thiazo 



55 



25 
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Table l (nr^r,■- ^ I 



Cpd. 
No. 



1 OKI 


Pyr 


CH=CH 


2-AcNH-4-Thiazo 




Pyr 


eH«CH 


4,5-diMe-2-Thia20 


1 O C C 


Pyr 


CH=CH 


2 - HO- 5 -Me - 4 - Thiazo 


J. ~ ^DO 


Pyr 


CHoCH 


5-NH2-2-Me-4-Thiazo 


T - O R ^7 


Pyr 


CH=CH 


3-Isothiazo 


X ' Z3o 


Pyr 


CH=CH 


4-lsothiazo 


1 . O C Q 

J- "^oy 


Pyr 


CH=CH 


3 - Pyrazo 




. Pyr 


CH=CH 


4-Pyrazo 




Pyr 


CH=CH 


1 -Me- 3 -Pyrazo 




Pyr 


CH=CH 


1-Et- 3 -Pyrazo 


•J> ^ Q J 




CH=CH 


1 -Me- 4 -Pyrazo 




Pyr 


CHaCH 


l-Et-4- Pyrazo 




Pyr 


CH»CH 


4 -Me- 3 -Pyrazo 


■i- ^ O Q 


Fyr 


/^TT /ITT 


5 -Me- 3 -Pyrazo 


1 - S) fi7 
X ^ o / 


Pyr 


^TT ^TT 

CH=CH 


5 -Me-4- Pyrazo 


X * ^ o o 


Pyr 


CH=CH 


4-MeO-3-Pyrazo 


•i* At U ^ 


fyr 




4 -HO- 3- Pyrazo 


1-270 






4 -ci-3- Pyrazo 


1-271 


Pyr 


CH=CH. 


4 -NH^ -3 -Pyrazo 


1-272 


Pyr 


CH=CH 


5-NH2 -3 -Pyrazo 


1-273 


Pyr 


CH=CH 


3-NH2-4-Pyrazo 


1-274 


Pyr 


CH=CH 


4 - AcNH - 3 - Py ra zo 


1-275 


Pyr 


CH=CH 


5 -Ph- 3 -Pyrazo 


1-276 


Pyr 


CH=CH 


l,5-diMe-3-Pyrazo 


1-277 


Pyr 


CH«CH 


1,4- diMe - 3 - Pyrazo 


1-278 


Pyr 


CH=CH 


3 , 5 -diMe- 4 -Pyrazo 


1-279 


Pyr 


CH=CH 


1, 5-diMe-4-Pyrazo 


1-280 


Pyr 


CH=CH 


1,3- diMe - 4 - Pyrazo 
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Table 1 (HQy^t;,) 



Cpd. 

No. A 





1-281 




CH«CH 


1 3 - diM© - 5 - Pvrazo 




1-282 




CH=CH 


- PI - R -M^ - 4 - Pvra 2^n 


IS 


1-283 


Pvr 


CHs=CH 


- PI - 1 - - 4 - Pvra 7*0 




1-284 


PVT 


rH=CH 


4 - PI - R -Mp - 3 - Pvr;5 




1-285 


Pvr 




4 - Pi - 1 -M^ - 3 - Pvra 7 0 


20 


1-286 


Pvr 








1-2.87 


PVT* 








1-288 


Pvr 




c - NH - 1 - - 4 - Pvr*A 7n 




1-289 


PVT" 




R - NTT - 4 - Ma - * Pvra 


25 


1-290 


Pvr 




R-NH -1 -Ma - - Pvrp) 70 
x^n^ ^ J iryxcLAV^ 




1-291 


Pvr 




R-NH - -Ma- - Pv-r;:)7rk 
3 iiin^ <3 x*ics J f y x-OL^ki/ 




1-292 


Pvr 


CHbCH 


4 -NTT - R -Ma - - Pvra 70 


30 


1-293 


Pvir 


CH-CH 


4-HO-5-Me-3 -Pvrazo 


1-294 


Pvr 

* Jr 


CH-CH 


1.3-5- tr iM© - 4 - Pvrazo 




1-295 


Pvr 


CH»CH 


1.3.4- triMe- 5 -Pvrazo 




1-296 


Pvr 


CH=CH 


4 - CI -1,3- dlMe- 5 - Pvrazo 


35 


1-297 


Pvr 

£r jf J. 


CH=CH 


2 - Tmirfazo 




1-298 


Pyr 


CH-CH 


4-Imida20 




1-299 


Pyr 


CH=CH 


l-Me-4-Imidazo 


40 


1-300 


Pyr 


CH=CH 


5 - Me - 4 - Imidazo 


1-301 


Pyr 


CH=CH 


5 - Me - 2 - Imidazo 




1-302 


Pyr 


CH=CH 


l-Me-2- Imidazo 




1-303 


Pyr 


CH=CH 


1,2, 3-0xadia2O-5-yl 


45 


1-304 


Pyr 


CH=CH 


1,2, 4 -Oxadiazo- 5 - yl 




1-305 


Pyr 


CH=CH 


1,2,5- Oxadiazo- 3 - yl 




1-306 


Pyr 


CH=CH 


5-Me-l, 2, 3-0xadiazo-4-yl 


50 


1-307 


Pyr 


CH=CH 


1 , 2 , 3 -Thiadiazo-4 -yl 


1-308 


Pyr 


CH-CH 


1,2, 4 -Thiadiazo- 2 -yl 
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Table 1 fr■nr,^,) 



5 





Cpd. 
No. 


R 




R 


















1-309 


Pyr 


CH=CH 


1,2,5 -Thiadiazo- 3 - yl 






1- 310 


Pyr 


CH=CH • ^ 


- 4 -Me - 1 , 2 , 3 - Tliiadiazo - 


5-ya. 


15 


1-311 


Pyr 


CH»CH 


5-Ph-l,2,3-Thiadiazb- 


4-yl 




1-312 


NMe^ 


CH=GH 


2 - Fur 






1-313 


NMe2 


CH=CH 


3 -Fur 






1-314 


NMe2 


CH=CH 


4-Me-2-Fur 




20 




NMej 


CH»CH 


2 ,4-aiMe-3-Fur 






1-316 


NMe2 


CH=CH 


2-Thi 






1-317 


NMe2 


CH=CH 


3-Thx 




25 


1-318 


NMe2 


CH=CH 


3-Me-2-Thi 






1-319 


NMe2 


CH=CH 


2-Me-3-Thi 






•a O O A 

1-320 


NMe2 


CH=CH 


4,5-diMe-2-Thi 






1-321 


NMe2 


CH«CH 


2-Pyl 




30 


1- 322 


NMe2 


CH=CH 


3 - Py 1 






1-323 


NMe2 


CHsCH 


l-Me-2-Pyl 






1- 324 


NMe2 


CH=CH 


4-Me-2-Pyl 




35 


1-325 


NMe2 


CH=CH 


2-Me-3-Pyl 






-1 1 o X* 
1-326 


NMe2 


CH=CH 


3 , 5-diMe-2-Pyl 






1-327 


NMe2 


CH=CH 


1, 3-diMe-2-Pyl 




40 


1-328 


NMe2 


CH=CH 


4-Oxazo 








CH=CH 


5-Oxazo 










v-iT — 


Z - VJXdZO 






1-331 


NMej 


CH=CH 


2-Me-4-0xazo 




45 


1-332 


NMe2 


CH=CH 


2 , 5-diMe-4-0xazo 






1-333 


NMe2 


CH=CH 


3 - Isoxazo 






1-334 


NMe2 


CH=CH 


4-Isoxazo 




50 


1-335 


NMe2 


CH=CH 


5 -Me- 3 -Isoxazo 






1-336 


NMe2 


CH-CH 


4 -MeO- 3 - Isoxazo 
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Table 1 (cnpt ) 



Cpd. 

No. A R' 



10 





1-337 


NMe^ 
2 


CH=CH 


4 -HO- 3 - Tsoxazn 




1-338 


NMe^ 

* "2 


CH=CH 


- VrstT _ ■■..**ILS'.**™^~.W 


IS 


1-339 


NMe2 


CH-CH 




1-340 


2 


CH-CH 


2-Thia2o 




1-341 


NMe^ 
2 


CH-CH 


4-Thiazo 




1-342 


NMe^ 
2 


CH=C3J 


5-Thiazo 


20 


1-343 


NMe^ 
2 


CH=CH 


4 - Me - 2 - Thiazo 




1-344 


NMe^ 
2 


CH=CH 


2 -Me- 5-Thiazo 




1-345 


NMe^ 
2 


CH=C3I 


2 -MeO - 4 - Thiazo 


25 


1-346 


NMe^ 
2 


CH=CH 


4,5- diMe - 2 - Thiazo 




1-347 


2 


CH=CH 


3 - Isothiazo 




1-348 


2 


CH=CH 


4 - Xsothiazo 




1-349 


NMe^ 
2 


CH=CH 


3-Pyrazo 


30 


1-350 


2 


CH=CH 


4 -Pyrazo 




1-351 


NMe^ 
2 


CH-CH 


1 - Me - 3 - Pyrazo 




1-352 


2 


CH=CH 


1 - Me - 4 - Pyrazo 


35 


1-353 


NMe^ 
2 


CH=CH 


4 -Me- 3 -Pyrazo 




1-354 






D - we - J - iryrazo 




1-355 


NMej 


CH=CH 


5 -Me- 4 -Pyrazo 


40 


1-356 


NMe2 


CH=CH 


4 -MeO- 3 -Pyrazo 


1-357 


NMe2 


CH=CH 


4 -HO- 3 -Pyrazo 




1-358 


NMe2 


CH-CH 


3,5- diMe - 4 - Py raz o 




1-359 


NMe2 


CH=CH 


1,3 , 5-triMe- 4 -Pyrazo 


45 


1-360 


NMe2 


CH=CH 


1,3,4- triMe - 5 - Pyrazo 




1-361 


NMe2 


CH=CH 


2 - Imidazo 




1-362 


NMe2 


CH=CH 


4 - Imidazo 


50 


1-363 


NMeg 


CH=CH 


5 -Me- 4 -Imidazo 




1-364 


Azl 


CH«CH 


2 -Fur 



55 
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Table 1 {r^r^r,^ ,) 



Cpd, 





R 


TV 

A 


„2 
R 


1 O ^ EI 

X - i DO 


TV _ J 




3 - Fur 


JL ^ J OO 


Azx 




4-Me-2-FU3r 


X " O O / 


AZX 




2-Tnx 


X J o o 


AZX 




3 - TllX 


J. J 


Azx 




5-Me-2-Tnx 




AZX 




^ - Fyx 




AZX 


PUT— r^xi 


J - pyx 




AZX 




X - Me - 2 - pyx 


1 - 7*^ 


aZX 




4-Me-2-Pyx 


1 - •^74. 
X O i *t 


AZX 




4 -UXaZO 


X " o / o 


AZX 


Vigils Cxi 


3 - UX^ZO 


X O / Q 


A^X 




^ -UXaZO 


1-377 


Az i 




J XSUXaZO 


1-378 


Azl 




^ * XSDagLZO 


1-379 






ffc - nvj- J - xsoxa.zo 


1-380 


Azx 


CH=CH 




1-381 


Azx 


CH=CH 




1-382 


Azx 


CH=CH 




1-383 


Azx 


CH=CH 




1-384 


Azi 


CH=CH 




1-385 






A. - Dt^v^a 

^ JryxaZO 


1-386 


Azi 


CH=CH 


l-Me-3-Pyrazo 


1-387 


Azi 


CH=CH 


4-Me-3-Pyrazo 


1-388 


Azi 


CH=CH 


5-Me-4-Pyrazo 


1-389 


Azi 


CH=CH 


4-NH2-3-Pyrazo 


1-390 


Azi 


CH=CH 


3-NH2-4-Pyrazo 


1-391 


Azi 


CH=CH 


3,5- diMe - 4 - Pyrazo 


1-392 


Azi 


CH=CH 


1, 3, 5-triMe-4-Pyrazo 
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Cpcl. 

No. A r2 





1-393 


Azi 


CH=CH 


2-Imidazo 




1^394 


Azi 


CH=CH' 


4 - Imidazo 


IS 


1-395 


Azi 


CH=CH 


5 -Me - 4 - Imidazo 




1-396 


Aze 


CH=CH 


2 -Fur 




1-397 


Aze 


CH-CH 


3-Pur 


20 


1-398 


Aze 


CH-CH 


4-Me-2-Fur 


1-399 


Aze 


CH-CH 


2-Thi 




1-400 


Aze 


CH-CH 


3-Thi 




1-401 


Aze 


CH-CH 


5-Mte-2-Thi 


25 


1-402 


Aze 


CH-CH 


2-Pyl 




1-403 


Aze 


CH-CH 


3-Pyl 




1-404 


Aze 


CH-CH 


l-Me-2-Pyl 


30 


1-405 


Aze 


CH-CH 


4-Me-2-Pyl 


1-406 


Aze 


CH-CH 


4-Oxazo 




1-407 


Aze 


CH-CH 


5-Oxazo 




1-408 


Aze 


CH-CH 


2 - Oxazo 


35 


1-409 


Aze 


CH-CH 


3 - Isoxazo 




1-410 


Aze 


CH-CH 


4-Isoxazo 




1-411 


Aze 


CH-CH 


4-H0-3- Isoxazo 


40 


1-412 


Aze 


CH-CH 


2-Thiazo 


1-413 


. Aze 


CH-CH 


4-Thiazo 




1-414 


Aze 


CH=CH 


5-Thiazo 




1-415 


Aze 


CH-CH 


2-Me-5-Thiazo 


45 


1-416 


Aze 


CH-CH 


3 - Pyrazo 




1-417 


Aze 


CH-CH 


4-Pyrazo 




1-418 


Aze 


CH-CH 


l-Me-3 -Pyrazo 


50 


1-419 


Aze 


CH-CH 


4-Me- 3 -Pyrazo 




1-420 


Aze . 


CH-CH 


5 -Me- 4 -Pyrazo 
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Table 1 (^^p*-,) 



Cpd. 

No. A r2 



10 





1-421 


Aze 


CH=CH 


4-NH2-3-Pyrazo 




1-422 


Aze 


CH=CH 


3-NH2-4-Pyrazo 


IS 


1-423 


Aze 


CH=CH 


3, 5-diMe-4-Pyrazo 




1-424 


Aze 


CH-CH 


l,3,5-triMe-4-Pyrazo 




1-425 


Aze 


CH-CH 


2-Imiclazo 


20 


1-426 


Aze 


CH=CH 


4-Imidazo 


1-427 


Aze 


CH=CH 


5 - Me - 4 - Imidazo 




1-428 


Pip 


CH=CH 


l,2,3-Triazo-4-yl 




1-429 


Pip 


CH=CH 


l-Me-1,2, 3-Triazo-4-yl 


25 


1-430 


Pip 


CH=CH 


5-Me-l,2,3-Triazo-4-yl 




1-431 


Pip 


CH-CH 


1, 5-diMe-l,2 , 3-Triazo-4 




1-432 


Pip 


CH-CH 


1,2,4- Tr iazo - 5 - y 1 


30 


1-433 


Pip 


CH»CH 


i-Me-l,2,5-Triazo-3-yl 




1-434 


Pyr 


CH»CH 


l,2,3-Triazo-4-yl 




1-435 


Pyr 


CH=CH 


1,2,4- Tr iazo - 5 - yl 




1-436 


NMe2 


CH=CH 


1,2,3- Tr iazo - 4 - y 1 


35 


1-437 


NMej 


CH=CH 


l,2,4-Triazo-5-yl 




1- 4 JO 


Pxp 


(CH2) 3 


2 -Fur 




1-439 


Pip 


(CH2)3 


3-Fur 


40 


1-440 


Pip 


(CH2)3 


4-Me-2-Fur 




1-441 


Pip 


(CH2)3 


2-Thi 




1-442 


Pip 


(CH2)3 


3-Thi 


45 


1-443 


Pip 


(CH2)3 


5-Me-2-Thi 


1-444 


Pip 


(CH2)3 


2-Pyl 




1-445 


Pip 


(CH2)3 


3-Pyl 




1-446 


Pip 


(CH2)3 


l-Me-2-Pyl 


50 


1-447 


Pip 


(CH2)3 


4-Me-2-Pyl 




1-448 


Pip 


(CH2)3 


3,5-diMe-2-Pyl 
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Table 1 (r-r.^*-,) 



Cpd. 



No. 


r1 


A 


r2 


1-449 


Pip 




4*Oxazo 


1-450 


Pip 


(CH,)^ . 


S-Oxazo 


1-451 


Pip 


(CH,), 
2 3 


2-Oxazo 


1-452 


Pip 


(CH-), 


2-Me-4-0xa2o 


1-453 


Pip 


(CH,)- 


3 - Isoxazo 


1-454 


Pip 


(CH2)3 


4-Isoxazo 


1-455 


Pip 


(CH2)3 


5 -Me- 3 -Isoxazo 


1-456 


Pip 




4 - HO - 3 - Isoxazo 


1-457 


Pip 


(CH2)3 


2-Thia20 


1-458 


Pip 


{CH2)3 


4-Thiazo 


1-459 


Pip 


(CH,)- 


5-Thiazo 


1-460 


Pip 


Z J 


2-Me-5-Thiazo 


1-461 


Pip 


(CH2)3 


3 - Pyrazo 


1-462 


Pip 


(CH2)3 


4-Pyra20 


1-463 


Pip 


(CH2)3 


1 -Me- 3 -Pyrazo 


1-464 


Pip 


(CH2)3 


l-Me-4-Pyrazo 


1-465 


Pip 


(CH2)3 


4 -Me- 3 -Pyrazo 


1-466 


Pip 


(CH2)3 


5 -Me- 3 -Pyrazo 


1-467 


Pip 


(CH2)3 


5 -Me- 4 -Pyrazo 


1-468 


Pip 


Z 3 


4-NH^- 3 -Pyrazo 


1-469 


Pip 




5 -NH^- 3 -Pyrazo 
z 


1-470 


Pip 


(CH2)3 


3-NH2-4-Pyrazo 


1-471 


Pip 


(CH2)3 


3,5- diMe - 4 - Pyrazo 


1-472 


Pip 


(CH2)3 


1,3, 5- triMe-4-Pyrazo 


1-473 


Pip 


(CH2)3 


2 - Imidazo 


1-474 


Pip 


(CH2)3 


4 - Imidazo 


1-475 


Pip 


(CH2)3 


5 -Me- 4 -Imidazo 


1-476 


Pip 


CH2CH2 


2 -Fur 
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Table 1 rro^^,) 



5 ' ■ 

Cpd. 

No. R-*- A R' 



10 





1-477 


Pip 


CH2CH2 


3 -Fur 




1-478 


Pip 


CH2CH2 


4-Me-2-Fur 


15 


1-479 


Pip 


CH2CH2 


5-Me-2-Fur 




1-480 


Pip 


CH2CH2 


2 -Me- 3 -Pur 




1-481 


Pip 


CH2CH2 


5-Me-3-Pur 




1-482 


Pip 


CH2CH2 


5-Cl-2-Fur 


20 


1-483 


Pip 


CH2CH2 


5-Cl-3-Fur 




1-484 


. Pip 




5-NH2-2-Fur 




1-485 . 


Pip 


CH2CH2 


5-AcNH-2-Fur 


25 


1-486 


Pip 


CH2CH2 


5-Ph-2-Fur 




1-487 


Pip 


CH2CH2 


5- (4-MePh) -2 -Fur 




1-488 


Pip 


CH2CH2 


5- (4-ClPh) -2-Fur 


30 


1-489 


Pip 


CH2CH2 


3-Me-5-NH2-2-Fur 


1-490 


Pip 


CH2CH2 


2,4-diMe-3-Fur 




1-491 


Pip 


CH2CH2 


2-Thi 




1-492 


Pip 


CH2CH2 


3-Thi 


35 


1-493 


Pip 


CH2CH2 


3-Me-2-Thi 




1-494 


Pip 


CH2CH2 


5 -Me- 2-Thi 




1-495 


Pip 


CH2CH2 


2 -Me- 3-Thi 


40 


1-496 


Pip 


CH2CH2 


4 -Me- 3-Thi 


1-497 


Pip 


CH2CH2 


5 -Me- 3-Thi 




1-498 


Pip 


CH2CH2 


4-MeO-2-Thi 




1-499 


Pip 


CH2CH2 


4-MeO-3-Thi 


45 


1-500 


Pip 


CH2CH2 


4 -HO- 2-Thi 




1-501 


Pip 


CH2CH2 


4 -HO- 3-Thi 




1-502 


Pip 


CH2CH2 


5-Et-2-Thi 


50 


1-503 


Pip 


CH2CH2 


5-Cl-2-Thi 




1-504 


Pip 


CH2CH2 


5-Cl-3-Thi 



55 
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Table 1 



Cpd . 

No. A r2 



1-505 


Pip 


CH2CH2 


5-Br-3-Thi 


1-506 


Pip 


CH2CH2 


3-NH2-2-Thi 


1-507 


Pip 


CH2CH2 


5-NH2-2-Thi 


1-508 


Pip 


CH2CH2 


2-NH2-3-Thi 


1-509 


Pip 


CH2CH2 


4-NH2-3-Thi 


1-510 


Pip 


CH2CH2 


3-AcNH-2-Thi 


1-511 


Pip 


CH2CH2 


4-AcNH-3-Thi 


1-512 


Pip 


CHjCHj 


5-Ph-2-Thi 


1-513 


Pip 


CH2CH2 


4,5-diMe-2-Thi 


1-514 


Pip 


CH2CH2 


3,5-diMe-2-Thi 


1-515 


Pip 


CH2CH2 


2,5-diMe-3-Thi 


1-516 


Pip 


CH2CH2 


4,5-diMe-3-Thi 


1-517 


Pip 


CH2CH2 


4,5-diCl-2-Thi 


1-518 


Pip 


CH2CH2 


2-NH2-5-Ph-3-Thi 


1-519 


Pip 


CH2CH2 


4-NH2-2,5-diMe-3-Thi 


1-520 


Pip 


CH2CH2 


2-Pyl 


1-521 


Pip 


CH2CH2 


3-Pyi 


1 coo 


Pip 


CH2CH2 


lTMe-2-Pyl 


1-523 


Pip 


CH2CH2 


3-Me-2-Pyl 


1-524 


Pip 


CH2CH2 


4-Me-2-Pyl 


1-525 


Pip 


CH2CH2 


2-Me-3-Pyl 


1-526 


Pip 


CH2CH2 


5-Me-3-Pyl 


1-527 


Pip 


CH2CH2 


3-NH2-2-Pyl 


1-528 


Pip 


CH2CH2 


4-NH2-2-Pyl 


1-529 


Pip 


CH2CH2 


3-AcNH-2-Pyl 


1-530 


Pip 


CH2CH2 


5-Cl-2-Pyl 


1-531 


Pip 


CH2CH2 


5-Cl-3-Pyl 


1-532 


Pip 


CH2CH2 


4-Ph-2-Pyl 
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Cpd . 

No. R-"- A r2 



10 





1-533 


Pip 


CH2CH2 


5-Ph-3-Pyl 




1-534 


Pip 


CH2CH2 


l-Me-4-MeO-3-Pyl 


15 


1-535 






1 -Me - 4 - HO - 3 - Pyl 




1 e I ^ 

1-536 


Pip 


CH2CH2 


3,5-diMe-2-Pyl 




1 - 537 


Pip 


CH2CH2 


4,5-diMe-2-Pyl 


20 


1 coo 

1-538 


Pip 


CH2CH2 


l,3-diMe-2-Pyl 


1 coo 

1-539 


Pip 


CH2CH2 


5-NH2-l-Me-2-Pyl 




1-540 


Pip 




4-NH2-3,5-diMe-2-Pyl 




1-541 


Pip 


CH2CH2 


5-Br-l,4-diMe-3-Pyl 


25 


1 C >l o 

1 - 542 


Pip 


CH2CH2 


4-Oxazo 




1 - 543 


Pip 


CH2CH2 


5-Oxazo 




1 C /I /I 


Pip 


CH2CH2 


2-Oxazo 


30 


1 - 545 


Pip 


CH2CH2 


2-Me-4-0xazo 


1 - 546 


Pip 


CH2CH2 


2-Ph-4-0xazo 




1 c yi T 


Pip 


CH2CH2 


5-Ph-2-0xazo 




1 C /I Q 


Pip 


CH2CH2 


2-H0-4-0xazo 


35 


1 C i1 Q 


Pip 


CH2CH2 


2 , 5-diMe-4-0xazo 




1-550 




'-"2 ^"2 


*fe - we - - irn- o -uxazo 




1-551 


Pip 


CH2CH2 


3-Isoxazo 


40 


1-552 


Pip 


CH2CH2 


4-Isoxazo 


1-553 


Pip 


CH2CH2 


4-Me-3-Isoxazo 




1-554 


Pip 


CH2CH2 


5 -Me - 3 - Isoxazo 




1-555 


Pip 


CH2CH2 


3 -Me - 4 - Isoxazo 


45 


1-556 


Pip 


CH2CH2 


4 -MeO - 3 - Isoxazo 




1-557 


Pip 


CH2CH2 


4 -HO- 3 -Isoxazo 




1-558 


Pip 


CH2CH2 


3 -HO-4- Isoxazo 


50 


1-559 


Pip 


CH2CH2 


3 -HO- 5 -Isoxazo 




1-560 


Pip 


CH2CH2 


4 -NH2 - 3 - Isoxazo 



ss 
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Cpd. 

No. r1 a 



10 





±~DOX 


Pip 


CH2CH2 


5 -NH2 - 4 - Isoxazo 




1 .ceo 


Pip 


CH2CH2 


5-Ph-3-Isoxazo 


15 


1 C f o 

1 - 563 


Pip 


CH2CH2 


4 -Ph- 3 -Isoxazo 




1 CCA 


Pip 


CH2CH2 


4,5- diMe - 3 - Isoxazo 




1 C/T C 

X 3b3 


Pip 


CH2CH2 


4-H0-5-Me-3- Isoxazo 




JL Dob 


Pip 


CH2CH2 


2-Thiazo 


20 


X ■ DO / 


Pip 


CH2CH2 


4-Thiazo 




X - DO O 


Fip 


CH2CH2 


5-Thiazo 




X - 3 O 


Pip 


CH2CH2 


4-Me-2-Thiazo 


25 




Pip 


CH2CH2 


2-Me-4-Thiazo 




X 3 / X 


Pip 


CH2CH2 


2 -Me- 5-Thiazo 




X D 1 4t 


Pip 


CH2CH2 


2 -MeO- 4-Thiazo 






f ip 


CH2CH2 


2 -MeO- 5-Thiazo 


30 


X ^ / 


fip 


CH2CH2 


2 -HO -4-Thiazo 




1 - 


Pip 




2 -HO- 5-Thiazo 




1-576 




/^TJ /-ITT 

CH2CH2 


2 -CI -5-Thiazo 


35 


1-577 


Fip 


/^TT /-ITT 

CH2CH2 


5 -CI -2-Thiazo 




1-578 


Pin 


pxi nil 


2 -NH2 "4-Tnia2o 




1-579 


Pip 


CH2CH2 


2-NH2-5-Thia20 


40 


1-580 


Pip 


. CH2CH2 


5 -NH2 -4-Thiazo 


1-581 


Pip 


CH2CH2 


2-AcNH-4-Thiazo 




1-582 


Pip 


CH2CH2 


5 -AcNH- 4-Thiazo 




1-583 


Pip 


CH2CH2 


2 -Ph- 4-Thiazo 


45 


1-584 


Pip 


CH2CH2 


4 , 5 - diMe - 2 - Thiazo 




1-585 


Pip 


CH2CH2 


2 -HO- 5 -Me- 4-Thiazo 




1-586 


Pip 


CH2CH2 


5 -NHj - 2 - Me - 4 - Thiazo 


50 


1-587 


Pip 


CH2CH2 


2-Cl-4-Me-5-Thia2o 


1-588 


Pip 


CH2CH2 


3-Isothiazo 



37 



EP 0 562 833 A1 

Table 1 
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Cpd. 

NO. A r2 



10 





1-589 


Pip 


CH2CH2 


4- Isothiazo 




1-590 


Pip 




3 - Pyrazo 


IS 


1-591 


Pip 


CH2CH2 


4-Pyrazo 




1-592 


Pip 


CH2CH2 


1 -Me- 3 -Pyrazo 




1-593 


Pip 


CH2CH2 


1-Et- 3 -Pyrazo 


20 


1-594 


Pip 


CH2CH2 


1-Pr- 3 -Pyrazo 


1-595 


Pip 


CH2CH2 


1 -Me- 4 -Pyrazo 




1-596 


Pip 


CH2CH2 


1-Et- 4 -Pyrazo 




1-597 


Pip 


CH2CH2 


1-Pr- 4 -Pyrazo 


2S 


1-598 


Pip 


CH2CH2 


1-Bu- 4 -Pyrazo 




1-599 


Pip 


CH2CH2 


4 -Me - 3 - Pyrazo 




1-600 


Pip 


CH2CH2 


5 -Me- 3 -Pyrazo 


30 


1-601 


Pip 


CH2CH2 


5 -Et- 3 -Pyrazo 




1-602 


Pip 


CH2CH2 


5 -Pr- 3 -Pyrazo 




1-603 


Pip 


CH2CH2 


5 -Me- 4 -Pyrazo 


35 


1-604 


Pip 


CH2CH2 


4 - MeO - 3 - Pyrazo 


1-605 


Pip 




4 -Pro- 3 -Pyrazo 




1-606 


Pip 


CH2CH2 


4 -HO- 3 -Pyrazo 




1-607 


Pip 


CH2CH2 


4-Cl-3-Pyrazo 


40 


1-608 


Pip 


CH2CH2 


4 -Br- 3 -Pyrazo 




1-609 


Pip 


CH2CH2 


3-Cl-4-Pyrazo . 




1-610 


Pip 


CHjCHj 


4-NH2- 3 -Pyrazo 


4$ 


1-611 


Pip 


CH2CH2 


5-NH2-3-Pyrazo 


1-612 


Pip 


CH2CH2 


3-NH2-4-Pyrazo 




1-613 


Pip 


CH2CH2 


4 - AcNH- 3 - Pyrazo 




1-614 


Pip 


CH2CH2 


5 - AcNH - 3 - Pyrazo 


SO 


1-615 


Pip 


CH2CH2 


3 -AcNH- 4 - Pyrazo 



05 
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Table 1 (rr^»^■ ^ | 



Cpd. 

No. A r2 



1 


-616 


Pip 


CH2CH2 


3-EtC0NH-4-Pyra2O 


.1 


- 617 


Pip 


CH2CH2 


5-Ph-3-Pyraz6 


1 


-618 


Pip 


CH2CH2 


1 , 5 -diMe - 3 - Pyrazo 


1 


-619 


Pip 


CH2CH2 


1 , 4 - diMe - 3 - Pyrazo 


1 


-620 


Pip 


CH2CH2 


4, 5 -diMe- 3 -Pyrazo 


1 


-621 


Pip 


CH2CH2 


3 -Me- 4 -Pyrazo 


1 


-622 


Pip 


CHjCHj 


3 , 5 -diMe - 4 - Pyrazo 


1 


-623 


Pip 


CH2CH2 


1 , 5 - diMe - 4 - Pyrazo 


1 


-624 


Pip 


CH2CH2 


1 , 3 - diMe - 4 - Pyrazo 


1 


-625 


Pip 


CH2CH2 


1 , 3 - diMe - 5 - Py razo 


1- 


"626 


Pip 


CH2CH2 


3 - CI - 5 -Me- 4 - Pyrazo 


1- 


-627 


Pip 


CH2CH2 


3-Cl-l-Me-4-Pyra20 


1- 


-628 


Pip 


CH2CH2 


5-Cl-l-Me-4- Pyrazo 


1- 


-629 


Pip 


CH2CH2 


4 - CI - 1 -Me- 3 - Pyrazo 


1- 


■630 


Pip 


CH2CH2 


4 - CI - 5 -Me- 3 - Pyrazo 


1- 


•631 


Pip 




4-Cl-l-Me-3-Pyrazo 


1 - 


• 632 


Pip 


CH2CH2 


3-NH2-5-Me-4-Pyrazo 


J- - 




Pip 


CH2CH2 


3 - NH2 - 1 - Me - 4 - Pyr a zo 


1- 


634 


Pip 


CH2CH2 


5 - NH2 - 1 - Me - 4 - Pyrazo 


1- 


635 


Pip 


CH2CH2 


5 -NH2 - 4 -Me- 3 - Pyrazo 


1- 


636 


Pip 


CH2CH2 


5 - NH2 - 1 - Me - 3 - Pyrazo 


1- 


637 


Pip 


CH2CH2 


5 - AcNH - 1 - Me - 4 - Pyrazo 


1- 


638 


Pip 


CH2CH2 


4 - NH2 - 5 - Me - 3 - Pyrazo 


1- 


639 


Pip 


CH2CH2 


4 -HO- 5 -Me- 3 -Pyrazo 


1- 


640 


Pip 


CH2CH2 


5 -AcNH- 3 -Me- 4 - Pyrazo 


1- 


641 


Pip 


CH2CH2 


1,3, 5-triMe-4-Pyrazo 


1- 


642 


Pip 


CH2CH2 


1,3, 4-triMe-5-Pyrazo 


1- 


643 


Pip 


CH2CH2 


4-Cl-l,3-diMe-5-Pyrazo 
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Table 1 ^nr.r,y^) 



Cpd. 
No. 



1 


-644 


Pip 


CH2CH2 


1 


-645 


Pip 


CH2CH2 


1 


-646 


Pip 


CH2CH2 


1 


-647 


Pip 


CH2CH2 


1 


-648 


Pip 


CH2CH2 


1 


-649 


Pip 


CH2CH2 


1 


-650 


Pip 


CH2CH2 


1- 


-651 


Pip 


CH2CH2 


1 


-652 


Pip 


CH2CH2 


1- 


-653 


Pip 


CH2CH2 


1- 


-654 


Pip 


CH2CH2 


1- 


-655 


Pip 


CH2CH2 


1- 


-656 


Pip 


CH2CH2 


1- 


-657 


Pip 


CH2CH2 


1- 


•658 


Pip 


CH2CH2 


1- 


•659 


Pip 


CH2CH2 




oou 




CH2CH2 


1- 


661 


Pip 


CH2CH2 


1- 


662 


Pip 


CHjCHj 


1- 


663 


Pip 


CH2CH2 


1- 


664 


Pip 


CH2CH2 


1- 


665 


Pip 


CH2CH2 


1- 


666 


Pip 


CH2CH2 


1- 


667 


Pip 


CH2CH2 


1- 


668 


Pip 


CH2CH2 


1- 


669 


Pip 


CH2CH2 


1- 


670 


Pyr 


CH2CH2 



2 - Imidazo 

4- Iinida20 

2 -Me- 4 -Imidazo 
1 -Me - 4 - Imidazo 

5 - Me- 4 -Imidazo 
5 -Me- 2 -Imidazo 

1 - Me- 2 -Imidazo 

1.2.3- 0xadiazo-5-yl 

1 . 3 . 4 - Oxadiazo-2 -yl 

1.2.3- Oxadiazo - 4 - yl 

1 . 2 . 4 - Oxadiazo - 5 - yl 

1.2.4- Oxadiazo- 3 - yl 

1.2. 5- Oxadiazo-3-yl 
5-Me-l,2, 3-0xadiazo-4-yl 
4 -Me - 1 , 2 , 5 - Oxadiazo- 3 - y 1 
4 - Ph- 1 , 2 , 5 - Oxadiazo - 3 - yl 
1,2,3- Thiadiazo - 4 - yl 

1.2.3 - Thiadiazo- 5 -yl 

1.3.4- Thiadiazo - 2 - yl 
1 , 2 , 4 - Thiadiazo - 3 - y 1 

1.2.4- Thiadiazo - 5 - yl 

1.2. 5 - Thiadiazo- 3 -yl 

4 - Me - 1 , 2 , 3 - Thiadiazo- 5 -yl 

5 - Me - 1 , 2 , 3 - Thiadiazo - 4 - y 1 

4 - Me- 1 , 2 , 5 -Thiadiazo- 3 -yl 

5 - Ph - 1 , 2 , 3 - Thiadiazo r 4 - y 1 

2 - Fur 
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Table 1 {ro^r ) 



Cpd. 

No. A r2 



1-671 


Pyr 


CH2CH2 


3 -Fur 


1-672 


Pyr 


CH2CH2 


4-Me=2-Fur 


1-673 


Pyr 


CH2CH2 


2-Me-3-Pur 


1-674 


Pyr 


CH2CH2 


2,4-diMe-3-Fur 


1-675 


Pyr 


CH2CH2 


2-Thi 


1-676 


Pyr 


CH2CH2 


3-Thi 


1-677 


Pyr 


CH2CH2 


3 -Me- 2-Thi 


1-678 


Pyr 


CH2CH2 


2 -Me- 3-Thi 


1-679 


Pyr 


CH2CH2 


4-Me-3-Thi 


1-680 


Pyr 


CH2CH2 


4-MeO-3-Thi 


1-681 


Pyr 


CH2CH2 


4-H0-2-Thi 


1-682 


Pyr 


CHjCHj 


5-Cl-3-Thi 


1-683 


Pyr 


CH2CH2 


3-NH2-2-Thi 


1-684 


Pyr 


CH2CH2 


2-NH2-3-Thi 


1-685 


Pyr 


CH2CH2 


3-AcNH-2-Thx 


1- 686 


Pyr 


CH2CH2 


5-Ph-2-Thi 


1-687 


Pyr 


CH2CH2 


4, 5-diMe-2-Thi 


i. - DO O 


Fyr 


CH2CH2 


^ / D - ulrae -6-1 1X1 


1-689 


Pyr 


CH2CH2 


4,5-diCl-2-Thi 


1-690 


Pyr 


CH2CH2 


4 -NH2 -2 , 5 -diMe- 3 -Thi 


1-691 


Pyr 


CH2CH2 


2-Pyl 


1-692 


Pyr 


CH2CH2 


3-Pyl 


1-693 


Pyr 


CH2CH2 


l-Me-2-Pyl 


1-694 


Pyr 


CH2CH2 


3-Me-2-Pyl 


1-695 


Pyr 


CH2CH2 


4-Me-2-Pyl 


1-696 


Pyr 


CH2CH2 


2-Me-3-Pyl 


1-697 


Pyr 


CH2CH2 


l-Me-4-MeO-3-Pyl 


1-698 


Pyr 


CH2CH2 


l-Me-4-H0-3-Pyl 
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Cpd. 

No. A r2 



10 







iryx 


CH2CH2 


3 , 5-aiMe-2-Pyl 








- ■ ™2^"2 - 


- -1, 3 -aiMe-2-Pyl 


15 


1-701 


Pyr 


CH2CH2 


4-Oxazo 




1 - nno 


iryx 


/-ITT /^TT 

CH2CH2 


5 -Oxazo 




1 - 70*^ 

X f \J J 


pyr 


CH2CH2 


2 -Oxazo 








CH2CH2 


z -iyie-4-uxazo 


20 


X i\JD 


Fyr 


CH2CH2 


D - Fn- <^ -uxcizo 




1 • 7n<; 

X - / uo 


Pyir 


r^TT /-ITT 


2,5- aiMe - 4 - Oxazo 




1 - 707 

X i \J 1 


ir'yr 




J - xsoxazo 


25 


1 - 7nfl 

X f \J G 


fyr 


2 2 


4 * xsoxazo 




1 - 7nQ 




^"2^"2 


D -ne- 6 " xSOxazo 




1 - 71 n 

X / X \J 


fyr 


nxx nil 

CH2CH2 


0 -Me- 4- xsoxazo 


30 


1-711 

X /XX 

1-719 
X I x^ 


Fyr 
ir'yr 


PW PU 

CH2CH2 

CH2CH2 


4 -Meu- J - xsoxazo 
4 - riu - 0 - xsoxazo 




1 - 71 

X i Xj 


Fyr 


CH2CH2 


i - HO- b - xsoxazo 




1-714 


Fyr 


nil r«tj 

CH2CH2 


D - tiu- 4 - xsoxazo 


35 


1 - 71R 

X / X ^ 


ryi^ 


^"2 ^"2 


*t-jNn2^ xsoxazo 




1-716 


Pyr 


CH^CH^ 
^22 


5 - Ph- 3 - Isoxazo 




1-717 


Pyr 


CH2CH2 


4, 5-diMe-3-Isoxazo 


40 


1-718 


Pyr 


CH2CH2 


4 - HO - 5 - Me - 3 - Isoxazo 


1-719 


Pyr 


CH2CH2 


2-Thiazo 




1-720 


Pyr 


CH2CH2 


4-Thiazo 




1-721 


Pyr 


CH2CH2 


5-Thiazo 


45 


1-722 


Pyr 


CH2CH2 


4 -Me- 2-Thiazo 




1-723 


Pyr 


CH2CH2 


2 -Me- 5-Thiazo 




1-724 


Pyr 


CH2CH2 


2-MeO-4-Thiazo 


50 


1-725 


Pyr 


CH2CH2 


2 -MeO- 5-Thiazo 




1-726 


Pyr 


CH2CH2 


2-HO-5-Thiazo 
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Cpd. 

No. A r2 



1 ' 


- 72 / 




CH2CH2 


5 - CI - 2 - Thiazo 




rp o Q 
- 728 


Pyr 


CH2CH2 


2 - NH2 - 4 - Thiazo 


1' 


O Q 

-729 


Pyr 


CH2CH2 


2 - AcNH - 4 - Thiazo 


1' 


^7 "a A ■ 

■ 730 


Pyr 


CH2CH2 


4, 5-diMe-2-Thiazo 




" 731 


Pyr 


CH2CH2 


2-HO-5-Me-4-Thiazo 


1- 


• 732 


Pyr 


CH2CH2 


5-NH2-2-Me-4-Thiazo 


1 

X ■ 


- /J J 


Pyx* 


CH2CH2 


3-Isotniazo 


X • 


■ /34 


Pyr 


CH2CH2 


4-Isotniazo 


X - 


1 c 
• 735 


Pyr 


CH2CH2 


3 - Pyrazo 


X " 


• /JO 


Pyr 


CH2CH2 


4 - Pyrazo 


X ■ 


.TIT 


Pyr 


CH2CH2 


1 -Me- 3 -Pyrazo 


X - 


• /Jc5 


Pyr 


CH2CH2 


1 - Et - 3 - Pyrazo 


X - 


•7 0 0 


Pyr 


CH2CH2 


1 -Me- 4 -Pyrazo 


X - 


/4U 


Pyr 


CH2CH2 


l-Et- 4 -Pyrazo 


X ■ 


' f rtX 


Pyr 


CH2CH2 


4 - Me - 3 - Pyrazo 


X - 




Pyr 


CH2CH2 


5 - Me - 3 - Pyrazo 


1 - 
J. 




pyr 


CH2CH2 


5 ~ Me - 4 - Pyrazo 


1- 


744 


PVT" 


^-"2 2 


*x ITIcW - J *" Jry XTo. ZO 


1- 


745 


Pyr 


CH2CH2 


4 -HO- 3 -Pyrazo 


1- 


746 


Pyr 


CH2CH2 


4 - CI - 3 - Pyrazo 


1- 


747 


Pyr 


CH2CH2 


4-NH2 -3 -Pyrazo 


1- 


748 


Pyr 


CH2CH2 


5-NH2 -3 -Pyrazo 


1- 


749 


Pyr 


CH2CH2 


3-NH2-4-Pyrazo 


1- 


750 


Pyr 


CH2CH2 


4 - AcNH- 3 - Pyrazo 


1- 


751 


Pyr 


CH2CH2 


5 -Ph- 3 -Pyrazo 


1- 


752 


Pyr 


CH2CH2 


1, 5-diMe-3-Pyrazo 


1- 


753 


Pyr 


CHjCHj 


1,4- diMe - 3 - Pyrazo 


1- 


754 


Pyr 


CH2CH2 


3,5- diMe - 4 - Pyrazo 
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Table 1 {nr.r.i. ^ ) 



Cpd. 
No. 



1 




PyjT 




1, 5-aiMe-4-Pyrazo 


1 




pyr 


CH2CH2 


X, 3-aiMe-4- Pyrazo 






Fyr 


CH2CH2 


X , J - CIXM6 - D - py razo 




/wo 




^"2^ 2 


J - cx - D -Me - 4 - pyrazo 




_ 7CQ 


Pyr 


PtI PIT 

CH2CH2 


3 -Cl- l-Me-4- Pyrazo 


X 


_ 7fin 

/ P u 




PII PtI 

CH2CH2 


4-ux-5-Me- 3 -Pyrazo 




/OX 


Fy2^ 


PU PII 

CH2CH2 


4 -ex - i-Me-3 -Pyrazo 


1 . 
X 


_ 


Pyr 


PIT PIT 

CH2CH2 


3 - NHj " 5 -Me - 4 - Pyrazo 


1 


- /OJ 


Pyr 


CH2CH2 


3 -NHj- l-Me-4 -Pyrazo 


1 

X ' 




Pyr 


/ITT r^Tj 

CHjCHj 


5 - - 1 -Me - 4 - Pyrazo 


X ' 


/DO 


Pyr 


CH2CH2 


5 - - 4 -Me - 3 - Pyrazo 


X 




Fyr 


PU PIT 


5 - NHj - 1 -Me - 3 - Pyrazo 


X 




Fyr 


PII PII 

^"2^ 2 


5 - - 3 - Me - 4 - Pyrazo 


X 


/Do 


Fyr 


PII PU 

CH2CH2 


4 - - 5 - Me - 3 - Py ra z 0 




- 7^^Q 
/ O Z7 


Fyr 


PII PU 

CH2CH2 


4 - fio - 5 - Me - 3 - Pyrazo 


X 


. 77n 
• / / u 


Fyr 


PU PU 

CH2CH2 


1,3, 5- triMe-4-Pyrazo 


X 


. 771 

/ / X 


Fyr 


PTI PU 


1 / 3 , 4 - triMe- 5 - Pyrazo 


1- 


•772 


Pvr 

t jr J. 


CH CH 

^"2 2 


^ v-x X , J - uxjrac! 3 JryxoLZO 


1- 


•773 


Pyr 


CH2CH2 


2-Iinidazo 


1- 


774 


Pyr 


CH2CH2 


4 - Imidazo 


1- 


775 


Pyr 


CH2CH2 


l-Me-4 - Imidazo 


1- 


776 


Pyr 


CH2CH2 


5 -Me- 4 -Imidazo 


1- 


in 


Pyr 


CH2CH2 


5 - Me - 2 - Imida z 0 


1- 


778 


Pyr 


CH2CH2 


l-Me-2- Imidazo 


1- 


779 


Pyr 


CH2CH2 


1, 2, 3-Oxadiazo-5-yl 


1- 


780 


Pyr 


CH2CH2 


1, 2, 4-0xadiazo-5-yl 


1- 


781 


Pyr 


CH2CH2 


1,2, 5-Oxadiazo-3-yl 


1- 


782 


Pyr 


CH2CH2 


5-Me-l,2, 3-0xadiazo-4-yl 
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Table 1 f^^^^.l 



Cpd. 
No. 



1 

1 


- 78 J 


Pyr 


CH2CH2 


1 


n QA 

- /q4 


Pyr 


CH2CH2 


1 


*7 O C 

- 785 


Pyr 


CH2CH2 


1 


- 785 


Pyr 


CH2CH2 


1 


-787 


Pyr 


CH2CH2 


1 


rv oi n 

- 788 




CH2CH2 


1 


■ton 

" 789 


NMe2 


CH2CH2 


1 


-790 


NMe2 


CH2CH2 


1 


-791 . 


NMe2 


CH2CH2 


1 ' 


- 792 




CH2CH2 








CH2CH2 


1 ' 


- 794 


BIM&2 


CH2CH2 


•1 

1 ' 






CH2CH2 


X ' 


■ /yb 


WMe2 


CH2CH2 


X ' 


• /y / 




CH2CH2 


T . 
X 


• /y o 




CH2CH2 


T . 
X 


. "TOO 




CH2CH2 


1- 


•800 


NMe« 
2 


CH^CH3 


1- 


801 


NMe2 


CH2CH2 


1- 


802 


NMe2 


CH2CH2 


1- 


803 


me^ 


CH2CH2 


1- 


804 


NMe2 


CH2CH2 


1- 


805 


NMe2 


CH2CH2 


1- 


806 


NMe2 


CH2CH2 


1- 


807 


NMe2 


CH2CH2 


1- 


808 


NMe2 


CH2CH2 


1- 


809 


NMe2 


CH2CH2 


1- 


810 


NMe2 


CH2CH2 



1.2.3- Thiadiazo - 4 - yl 

1.2.4- Thiadiazo - 3 - yl 

1.2.5- Thiadiazo-3-yl 

4 - Me- 1,2, 3 -Thiadiazo- 5 -yl 

5 - Ph- 1 , 2 , 3 -Thiadiazo- 4 -yl 

2 - Fur 

3 - Fur 

4- Me-2-Fur 

2.4- diMe-3-Fur 

2- Thi 

3- Thi 

3- Me-2-Thi 
2-Me-3-Thi 

4- MeOr3-Thi 

4.5- diMe-2-Thi 

2- Pyl 

3- Pyl 

1- Me-2-Pyl 

4- Me-2-Pyl 

2- Me-3-Pyl 
3,5-diMe-2-Pyl 
1, 3-diMe-2-Pyl 

4- Oxazo 

5- Oxazo 
2-Oxazo 

2- Me-4-0xazo 

2, 5-diMe-4-0xazo 

3- Isoxazo 
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Table 1 (nr^ni^ \ 



Cpd . 

No. R-"- A r2 





1-811 


NMej 


CH2CH2 


4-Isoxazo 




■ 1-812 


NMe2 


CH2CH2 


5 -Me - 3 - Isoxazo 


IS 


1-813 


NMe^ 


CH2CH2 


4 -MeO- 3 - Isoxazo 




1-814 




CH2CH2 


4 -HO - 3 -Isoxazo 




1-815 


NMe2 


CH2CH2 


4,5- diMe - 3 - Isoxazo 


20 


1-816 
1-817 


NMej 
NMej 


CH2CH2 

CH2CH2 


4 -HO- 5 -Me- 3 -Isoxazo 
2-Thiazo 




1-818 


NMe2 


CH2CH2 


4-Thiazo 




1-819 


NMej 


CH2CH2 


5-Thiazo 


25 


1-820 


NMe2 


CH2CH2 


4 -Me- 2-Thiazo 




1-821 


NMe2 


CH2CH2 


2 -Me- 5-Thiazo 




1-822 


NMe2 


CH2CH2 


2 -MeO- 4-Thiazo 


30 


1-823 
1 - 824 


NMe2 
NMej 


CH2CH2 
CH2CH2 


4,5- diMe - 2 - Thiazo 
3 -Isothiazo 




1-825 




CH2CH2 


4-lsothiazo 




1 - 826 


NMe2 


CH2CH2 


3-Pyrazo 


35 


1-827 


NMe2 


CH2CH2 


4-Pyrazo 




1 Q O O 


NMe2 


CH2CH2 


1 -Me - 3 - Pyrazo 




1-829 


NMe2 


CH2CH2 


l-Me-4-Pyrazo 


40 


1-830 


NMBj 


CH2CH2 


4 -Me- 3 -Pyrazo 




1-831 


NMe2 


CH2CH2 


5 -Me-3- Pyrazo 




1-832 


NMe2 


CH2CH2 


5 -Me -4 -Pyrazo 




1-833 


NMe2 


CH2CH2 


4 -MeO- 3 -Pyrazo 


45 


1-834 


NMe2 


CH2CH2 


4 -HO- 3 -Pyrazo 




1-835 


NMe2 


CH2CH2 


3 , 5 - diMe - 4 - Pyrazo 




1-836 


NMe2 


CH2CH2 


1,3,5- 1 riMe - 4 - Pyrazo 


50 


1-837 


NMe2 


CH2CH2 


1,3,4- 1 r iMe - 5 - Pyrazo 




1-838 


NMej 


CH2CH2 


2-Imidazo 
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Table 1 r^^n^ ) 



Cpd. 

No. A r2 





1-839 


2 


CH^CH^ 
2 2 


4 - Xmidazo 


15 


1-840 


NMe^ 
2 


CH^CH^ 
^"2 2 




1-841 


Azi 


CH^CH^ 
2 2 


2 - Pill" 




1-842 


Azi 


CH^CH« 
^"2 2 


3 -Fur 




1-843 


Azi 


CH^CH^ 
2 2 


4 - Me - 2 - Pur 


20 


1-844 


Azi 


CH^CH^ 
2 2 


2 -Thi 




1-845 


Azi 


CH^CH^ 
2 2 


3-Thi 




1-846 


Azi 


CH^CH^ 
2 2 


5-Me-2-Thi 


25 


1-847 


Azi 


2 2 


2-Pvl 


1-848 


Azi 


CH^CH^ 
2 2 


3-Pyl 




1-849 


Azi 


CH^CH^ 
2 2 


l-Me-2-Pyl 




1-850 


Azi 


CH^CH^ 
2 2 


4-Me-2-Pyl 


30 


1-851 


Azi 


CH^CH^ 
2 2 


4-0xa2o 




1-852 


Azi 


CH^CH^ 
2 2 


5-Oxazo 




1-853 


Azi 


CH^CH^ 
2 2 


2-Oxazo 


35 


1-854 


Azi 


CH2CH2 


3-Isoxazo 


1-855 


Azi 


CH2CH2 


4-Isoxazo 




1-856 


Azi 


CH2CH2 


4-H0-3-Isoxazo 




1-857 


Azi 


CH2CH2 


2-Thiazo 


40 


1-858 


Azi 


CH2CH2 


4-Thiazo 




1-859 


Azi 


CH2CH2 


S-Thiazo 




1-860 


Azi 


CH2CH2 


2-Me-5-Thiazo 


45 


1-861 


Azi 


CH2CH2 


3-Pyrazo 




1-862 


Azi 


CH2CH2 


4-Pyrazo 




1-863 


Azi 


CH2CH2 


l-Me-3-Pyrazo 


50 


1-864 


Azi 


CH2CH2 


4-Me-3-Pyrazo 


1-865 


Azi 


CH2CH2 


5-Me-4-Pyrazo 




1-866 


Azi 


CH2CH2 


4-NH2-3-Pyrazo 
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Cpd. 
No. 



1-867 


Azi 


CH2CH2 


3-NH2-4-Pyrazo 


1-868 


Azl 


CH2CH2 


3, 5-diMe-4-Pyrazo 


1-869 


Azi 


CH2CH2 


1,3,5 - triMe - 4 - Pyrazo 


1-870 


Azi 


CH2CH2 


2 - Imidazo 


1-871 


Azi 


CH2CH2 


4-Imidazo 


1-872 


Azi 


CH2CH2 


5 -Me-4- Imidazo 


1-873 


Aze 


CH2CH2 


2 -Fur 


1-874 


Aze 


CH2CH2 


3-Fur 


1-875 


Aze 


CH2CH2 


4-Me-2-Fur 


1-876 


Aze 


CH2CH2 


2-Thi 


1-877 


Aze 


CH2CH2 


3-Thi 


1-878 


Aze 


CH2CH2 


5-Me-2-Thi 


1-879 


Aze 


CH2CH2 


2-Pyl 


1-880 


Aze 


CH2CH2 


3-Pyl 


1-881 


Aze 


CH2CH2 


l-Me-2-Pyl 


1-882 


Aze 


CH2CH2 


4-MiB-2-Pyl 


1-883 


Aze 


CH2CH2 


4-Oxazo 


1 - QQA 
X O Oft 


Aze 


CJH2CH2 


5-Oxazo 


1-885 


Aze 


CH2CH2 


2-Oxazo 


1-886 


Aze 


CH2CH2 


3-Isoxazo 


1-887 


Aze 


CH2CH2 


4-Isoxazo 


1-888 


Aze 


CH2CH2 


4-H0-3-Isoxazo 


1-889 


Aze 


CH2CH2 


2-Thiazo 


1-890 


Aze 


CH2CH2 


4-Thiazo 


1-891 


Aze 


CH2CH2 


5-Thiazo 


1-892 


Aze 


CH2CH2 


2-Me-5-Thiazo 


1-893 


Aze 


CH2CH2 


3 -Pyrazo 


1-894 


Aze 


CH2CH2 


4 -Pyrazo 
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Table 1 (^r^»^ ) 



Cpd. 

No. R"*" A r2 



1 Q O C 

1-895 


Aze 


CH2CH2 


l-Me-3-Pyrazo 


1-896 


TV W9A 


CH2CH2 


4-Me-3-Pyrazo 


1 o o n 
1- 897 


AZG . 


CH2CH2 


5-Me-4- Pyrazo 




Aze 


CH2CH2 


4 - - 3 - Pyrazo 


1 _ QQQ 


Aze 


CH2CH2 


3 - - 4 - Py razo 




Aze 


CH2CH2 


3,5- diMe - 4 - Pyrazo 


1 -Oni 

X " 27UX 


Aze 


CH2CH2 


*l 0 IT ^ UK J il T%___^^ _ 

1, 3 , 5-triMe-4-Pyrazo 


. X ".^yj^ 


Aze 


/-ITT r*xj 

CH2CH2 


2-Imiaazo 


X- y u J 


Aze 


/^TT /^TT 

CH2CH2 


4 - Imidazo 


1 - on A 


Aze 


r^TJ /-ITT 

CHjCHj 


5 -Me- 4 - Imidazo 


X ^ U D 


Pip 


CH2CH2 


1,2,3 -Trxazo-4-yl 


1 _ on ^ 


Pip 


CH2CH2 


l-Me-1,2, 3-Triazo-4-yl 


1 - on*? 

X - 27 u / 


Pip 


/-ITT /^TT 

CH2CH2 


5-Me-l, 2, 3-Triazo-4-yl 


X - y VJO 


Pip 


/^TT /-ITT 

CH2CH2 


1, 5-diMe-l, 2, 3-Triazo-4-yl 


1 _ Q HQ 


Pip 


/-ITT /^TT 

CH2CH2 


1,2 , 4-Triazo-5-yl 


X - i7 xu 


Pip 


/-1TJ /^TT 

CH2CH2 


l-Me-1,2, 5-Triazo-3-yl 


1 - Q 1 1 
X - i7 XX 


Pyr 


/^TT i^TT 

CH2CH2 


1,2, 3-Trxazo-4-yl 


1-912 


Pvir 




X 1 ^ , - i. i o yx 


1-913 


NMe2 


CH2CH2 


1,2, 3-Triazo-4-yl 


1-914 


NMe2 


CH2CH2 


1 , 2 , 4 -Triazo- 5 -yl 


1-915 


Pip 


^«2 


l,2,3-Triazo-4-yl 


1-916 


Pip 




2 -Fur 


1-917 


Pip 




3 - Fur 


1-918 


Pip 


CH2 


4 -Me- 2 -Fur 


1-919 


Pip 


CH2 


2,4-diMe-3-Fur 


1-920 


Pip 


^2 


2-Thi 


1-921 


Pip 


CH2 


3-Thi 


1-922 


Pip 


CH2 


3-Me-2-Thi 
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Table 1 (r.r^n^ ) 



Cpd. 

No. R"^ A r2 



1-923 


Pip 




2-Me-3-Thi 


1-924 


Pip 


<=«2 


4-MeO-3-Thi 


1-925 


Pip 




4,5-diMe-2-Thi 


1-926 


Pip 


C«2 


2-Pyl 


1-927 


Pip 




3-Pyl 


1-928 


Pip 




l-Me-2-Pyl 


1-929 


Pip 




4-Me-2-Pyl 


1-930 


Pip 


^"2 


2-Me-3-Pyl 


1-931 


Pip 




3,5-diMe-2-Pyl 


1-932 


Pip 


CH2 


l,3-diMe-2-Pyl 


1-933 


Pip 




5-NH2-l-Me-2-Pyl 


1-934 


Pip 




4-Oxazo 


1-935 


Pip 


CH2 


5-Oxazo 


1-936 


Pip 


^2 


2-Oxazo 


1-937 


Pip 




2-Me-4-Oxazo 


1-938 


Pip 


^2 


2, 5-diMe-4-0xazo 


1-939 


Pip 


CH2 


3-Isoxazo 


1-940 


Pip 


2 


4-Isoxazo 


1-941 


Pip 


CH2 


5-Me-3-Isoxa20 


1-942 


Pip 


CH2 


4 , 5 - diMe - 3 - Isoxazo 


1-943 


Pip 


CH2 


2-Thiazo 


1-944 


Pip 


CH2 


4-Thiazo 


1-945 


Pip 




S-Thiazo 


1-946 


Pip 


CH2 


2-Me-5-Thiazo 


1-947 


Pip 


CH2 


4 , 5 -diMe- 2-Thiazo 


1-948 


Pip 


CH2 


3-Isothiazo 


1-949 


Pip 


CH2 


4-Isothiazo 


1-950 


Pip 


^2 


3 - Pyrazo 
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Table 1 fn^pt. ) 



Cpd. 
No. 



1-951 


Pip 


CH^ 


4 - Pyrazo 


1-952 


Pip 




l-Me-3-Pyrazo 


1-953 


Pip 




l-Me-4- Pyrazo 


1-954 


Pip 


C«2 


4 -Me- 3 -Pyrazo 


1-955 


Pip 


CHj 


5 -Me- 3 -Pyrazo 


1-956 


Pip 


C«2 


5 -Me- 4 -Pyrazo 


1-957 


Pip 




4 - MeO - 3 - Pyrazo 


1-958 


Pip 


C«2 


4 -HO- 3 -Pyrazo 


1-959 


Pip 


^^2 


4-Cl-3-Pyrazo 


1-960 


Pip 




4-NH2 -3 -Pyrazo 


1-961 


Pip 


^2 


5-NH2-3-Pyrazo 


1-962 


Pip 


^2 


3 - NH2 - 4 - Pyrazo 


1-963 


Pip 


C«2 


5 -Ph- 3 -Pyrazo 


1-964 


Pip 




3 , 5 - diMe - 4 - Py ra zo 


1-965 


Pip 


*=«2 


3 - NH2 - 5 -Me- 4 - Pyrazo 


1-966 


Pip 




5 -NHj - 4 -Me- 3 - Pyrazo 


1-967 


Pip 


CH2 


5 -NH2 - 3 -Me- 3 - Pyrazo 


1-968 


Pip 


CH2 


4 -NH2 - 5 -Me- 3 - Pyrazo 


1-969 


Pip 


CH2 


1,3,5- 1 riMe - 4 - Pyrazo 


1-970 


Pip 


^2 


1 , 3 , 4 - 1 riMe - 5 - Pyrazo 


1-971 


Pip 


CH2 


2 - Imidazo 


1-972 


Pip 


CH2 


4 - Imidazo 


1-973 


Pip 


C"2 


5 -Me- 4 -Imidazo 


1-974 


Pip 


CH=CH 


NHiPr 


1-975 


Pip 


CH=CH 


NHgBu 


1-976 


Pip 


CH-CH 


NH(l-MeBu) 


1-977 


Pip 


CH-CH 


NH(i,2-diMePr) 


1-978 


Pip 


CH-CH 


NH(l-MePn) 
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Table 1 rnor,^;,) 



s 













10 


NO • 


R 


A 


R 












1-979 


Pip 


CH=CH 


NH(1, 3-diMeBu) 




1-980 


Pip 


CH«CH 


NH(l,2-diMeBu) 


15 


1-981 


Pip 


CH=CH 


NH(l-MeHx) 




1-982 


Pip 


CH=CH 


NH(1, 4-diMePn) 




1-983 


Pip. 


CH=CH 


NH(l-MeHp) 


20 


1-984 


Pip 


CH=CH 


NH(1, 5-diMeHx) 




1-985 


Fip 


CH=Cn 


NH{l-EtPr) 




1-986 


Pip 


CH=CH 


NH(l-EtBu) 




1-987 


Pip 


CH=CH 


NH(l-Et-2-MePr) 


25 


1-988 


Pip 


CH=CH 


NH(l-EtPn) 




1-989 


Pip 


CH=CH 


NH(l-Et-3-MeBu) 




m AAA 

1-990 


Pip 


CH«CH 


NH(l-EtHx) 


30 


4 A A 4 

1-991 


Pip 


CH«CH 


NH(l-EtHp) 




1 A A O 

1-992 


Pip 


CH=CH 


NH(l-PrBu) 




1 A A "3 

1-993 


Pxp 


CH=CH 


NH(1- iPrBu) 




1 A A il 

1-994 


r%2 ■-» 

Pip 


CH=CH 


NH(l-PrPn) 


35 


1 A A e 

1-995 


Flp 




NH(l-PrHx) 




1-996 


Pip 


CH^CH 


NH(l-PrHp) 




•1 A A ^ 

1-997 


Pip 


CHs=CH 


NH(l-BuPn) 


40 


"1 A A O 

1-998 


Pip 


CH=CH 


NH(l-PnHx) 




1 AAA 

1-999 


Pip 


CH=CH 


NH(l-HxHp) 




1-1000 


Pip 


CH-CH 


NH ( 1 - PhEt ) 


45 


1-1001 


Pip 


CH=CH 


NH(l-NaphEt) 


1-1002 


Pip 


CH=CH 


NH(l-PhPr) 




1-1003 


Pip 


CH-CH 


NH{l-PhBu) 




1-1004 


Pip 


CH=CH 


NHCHPh2 


50 


1-1005 


Pip 


CH=CH 


NHCHPh(4-MePh) 




1-1006 


Pip 


CH=CH 


NHCHPh{4-MeOPh) 



BS 
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Table 1 f^oT^t.) 



Cpd. 

No. . A r2 





1-1007 


Pip 


CH=CH 


NHCHPh(4-FPh) 




1-1008 


Pip 


CH=CH 


NHCHPh(4-ClPh) 


IS 


1-1009 


Pip 


CH=CH 


NH{l-Me-2-PhEt) 




1-1010 


Pip 


CH=CH 


NH(l-Me-3-PhPr) 




1-1011 


Pip 


CH=CH 


NH{l-Bt-2-PhEt) 


20 


1-1012 


Pip 


CH=CH 


NH[l-Me-2- (4-MePh)Et] 




1-1013 


Pip 


CH=CH 


NH(l-Me-2- (4-MeOPh)Bt] 




1-1014 


Pip 


CH=CH 


. NH[l-Me-2- (4-FPh)Et] 




1-1015 


Pip 


CH=CH 


NH[l-Me-2- (4-ClPh)Et] 


25 


1-1016 


Pip 


CH=CH 


NH(l,2-diPhEt) 




1-1017 


Pip 


CH=CH 


NH(l-Bz-2-PhEt) 




1-1018 


Pip 


CH>CH 


NH£Pr 


30 


1-1019 


Pip 


CH-CH 


NHfiBu 




1-1020 


Pip 


CH=CH 


NHfiPn 




1-1021 


Pip 


CH-CH 


NHcHx 




1-1022 


Pip 


CH-CH 


NHfiHp 


35 


1-1023 


Pip 


CH-CH 


NHfiOc 




1-1024 


Pyr 


CH-CH 


NHiPr 




1-1025 


Pyr 


CH-CH 


NHgBu 


40 


1-1026 


Pyr 


CH-CH 


NH(l-MeBu) 




1-1027 


Pyr 


CH-CH 


NHd-MePn) 




1-1028 


Pyr 


CH-CH 


NH(l-MeHx) 


45 


1-1029 


Pyr 


CH=CH 


NH(l-MeHp) 


1-1030 


Pyr 


CH-CH 


NH(l-EtPr) 




1-1031 


Pyr 


CH-CH 


NH(l-EtBu) 




1-1032 


Pyr 


CH-CH 


NH(l-EtPn) 


50 


1-1033 


Pyr 


CH-CH 


NH(l-PrBu) 




1-1034 


Pyr 


CH-CH 


NH(l-BuPn) 
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Table 1 (^»^«-,) 



s 

Cpd. 





No 


R 


TV 

A 


«2 
R 


10 












1 - 1 C 
X ±U JO 


Pyr 


CH«CH 


NH(l-PhEt) 




. . .X JL W O O 


Pyr 


GH=GH 


NHfl-NaphEt) 


IS 


1 - 1 HIT 


Pyr 


CH=CH 


NH(l-PhPr) 




± ~ XUi3 O 


Pyr 


CH=CH 


NHCHPh2 






Pyr 


CH=CH 


NHCHPh{4-MePh) 




1 1 A ^ A 


Pyr 


CH=CH 


NHCHPh(4-MeOPh) 


20 


1-1Q41 


Pyr 


CH-CH 


NHCHPh(4-FPh) 




1-1042 


Pyr 


CH=CH 


NHCHPh(4-ClPh) 




1 - 1U4 J 


Pyr 


CH=CH 


NH(l-Me-2-PhEt) 


25 


1 - 1U44 


Pyr 


CH=CH 


NH[l-Me-2- {4-MePh)Et] 




1 - 1 n A R 




LH=CH 


NH[l-Me-2- (4-MeOPh)Et] 




1 - 1 AZ. ^ 
X - XUffc o 


Pyr 


CH=CH 


NH[l-Me-2- (4-FPh)Et] 




1 - 1047 


Pyr 


CH=CH 


NH(l-Bz-2-PhEt) 


30 




iryj: 


CH=CH 


NHcPr 




1-1 AA Q 


Fyr 


Ln=sCH 


NHcBu 




1 - 1 AP A 

X - xuou 


Pyr 


CH=CH 


NHcPn 


35 


1-1 A^T 
X XUO X 


pyr 


CH=CH 


NHcHx 




1-1 ARO 


Fyr 




NH£Hp 




1 - 1 AK^ 
X XU3 J 


pyr 


(JHaBCH 


NHfiOc 




1-1 est: A 
X XL/34 




CH«CH 


NHiPr 


40 


1-1055 


NM@ 








1-1056 


NMe^ 


CH=CH 


NH(l-MeBu) 




1-1057 


NMe^ 


CH=:CH 


NH(l-MePn) 


45 


1-1058 


NMej 


CH=CH 


NH(l-MeHx) 




1-1059 


NMej 


CH«CH 


NH(l-MeHp) 




1-1060 


NMBj 


CH=CH 


NH(l-EtPr) 




1-1061 


NMej 


CH=CH 


NH{l-EtBu) 


50 


1-1062 


NMej 


CH=CH 


NH(l-EtPn) 



55 
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Table 1 (^^^«- ) 



Cpd. 

No . A 



10 





1-1063 




CH-CH 


NH(l-PrBu) 




1-1064 


NMSj 


CH=CH 


NH(l-BuPn) 


15 


1-1065 


NMCj 


CH=CH 


NH(l-PhEt) 




1-1066 


NMej 


CH=CH 


NH(l-NaphEt) 




1-1067 


NMe2 


CH=CH 


NH(l-PhPr) 


20 


1-1068 
1-1069 


NMe2 
NMe^ 


CH=CH 
CH=CH 


NHCHPh^ 
NHCHPh(4-MePh) 




1-1070 


NMej 


CH=CH 


NHCHPh(4-MeOPh) 




1-1071 


NMe^ 


CH=CH 


NHCHPh(4-FPh) 


25 


1-1072 




CH=CH 


NHCHPh(4-ClPh) 




1-1073 




CH-CH 


NH(l-Me-2-PhEt) 




1-1074 


NMej 


CH-CH 


NHtl-Me-2- (4-MePh)Et] 


30 


1-1075 


NMe^ 


CH=CH 


NH[l-Me-2- {4-MeOPh)Et] 




1-1076 


NMCj 


CH=CH 


NH[l-Me-2- (4-FPh)Et] 




1-1077 


NMej 


CHoCH 


NH(l-Bz-2-PhEt) 




1-1078 


NMe^ 


CH-CH 


NHcPr 


35 


1-1079 


NMCj 


CH=CH 


NHfiBu 




1-1080 


NMe^ 


CH=CH 


NHfiPn 




1-1081 


NMe^ 


CH=CH 


NHfiHx 


40 


1-1082 


NMeg 


CH-CH 


NH£Hp 




1-1083 


NMej 


CH-CH 


NHfiOc 




1-1084 


Aze 


CH=CH 


NHiPr 


45 


1-1085 


Aze 


CH=CH 


NHsBu 


1-1086 


Aze 


CH=CH 


NH(l-MeBu) 




1-1087 


Aze 


CH=CH 


NH(l-MePn) 




1-1088 


Aze 


CH=CH 


NH(l-MeHx) 


SO 


1-1089 


Aze 


CH=CH 


NH(l-MeHp) 




1-1090 


Aze 


CH=CH 


NH(l-EtPr) 
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Table 1 (nr.j]f,^ 



Cpd. 

NO. A r2 



1- 


1091 


Aze 


CH=CH 


NH(l-EtBu) 


1- 


1092 


Aze 


CH=CH 


NH(l-EtPn) 


1- 


1093 


Aze 


CH=CH 


NH(i,2-diMePr) 


1- 


1094 


Aze 


CH=CH 


NH(l-PhEt) 


1- 


1095 


Aze 


CH=CH 


NHCHPh2 


1- 


1096 


Aze 


CH=CH 


NH(l-Me-2-PhEt) 


1- 


1097 


Aze 


CH=CH 


NH(l,2-diPhEt) 


1- 


1098 


Aze 


CH=CH 


NHfiPr 


1- 


1099 


Aze 


CH-CH 


NH£BU 


1- 


1100 


Aze 


CH=CH 


NH£Pn 


1- 


1101 


Aze 


CH=CH 


NH£Hx 


1- 


1102 


Aze 


CH=CH 


NH£Hp 


1- 


1103 


Aze 


CH=CH 


NH£Oc 


1- 


1104 


Azi 


CH=CH 


NHiPr 


1- 


1105 


Azi 


CH-CH 


NHfiBu 


1- 


1106 


Azi 


CH=CH 


NH(l-MeBu} 


1- 


1107 


Azi 


CH-CH 


NHd-MePH) 


1- 


1108 


Azi 


CH-CH 


NH(l-MeHx} 


1- 


1109 


Azi 


CH-CH 


NH(l-MeRp} 


1- 


1110 


Azi 


CH-CH 


NH(l-EtPr) 


1- 


1111 


Azi 


CH-CH 


NH(l-EtBu} 


1- 


1112 


Azi 


CH-CH 


NH(l-EtPn) 


1- 


1113 


Azi 


CH-CH 


NH(l,2-diMePr) 


1- 


1114 


Azi 


CH-CH 


NH(l-PhEt) 


1- 


1115 


Azi 


CH-CH 


NHCHPh2 


1- 


1116 


Azi 


CH-CH 


NH(l-Me-2-PhEt) 


1- 


1117 


Azi 


CH-CH 


NH(l,2-diPhEt) 


1- 


1118 


Azi 


CH-CH 


NHfiPr 
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Table 1 (ronr ) 



Cpd. 





No. 




A 




1 


-1119 




CHaCH 




1 


-1120 


Azi 






1 

A. 


-1121 








1 


-1122 


Azi 




NHr*Hn 


1 


-1123 


Azi 








-1124 


Pin 


^*^2 2 


NH4 P-r 


1 


-1125 


Pin 


PH PH 




1 


-1126 


Pio 


CH CH 


NH (1-MeBii) 


1 


-1127 


Pin 


^"2 2 


11X1 \ X |) A uxmcir X y 


1 


-1128 


Pin 

fxp 


CH CH 
^"2 2 


NH f 1 -M^Pn) 


1 


-1129 


Pio 


CH CH 
^^2 2 


NH M 3 - diM^aRii \ 


1 


-1130 


Pio 


CH CH 
^'*2 2 


NHfl 2-diM^Bu^ 


1 


-1131 


Pin 


CH CH 
2 2 


NH ( l-MeH3C> 


1 


-1132 


Pin 


CH CH 
^^2 2 


NH M 4-diMeaPn^ 


1 


-1133 


Pin 


CH CH 
^"2 2 


NH i 1 -MeHn) 


1 


-1134 


PId 


CH^CH^ 
2 2 


NH (1.5- diMeHx) 


1 


-1135 


Pin 


CH CH 
^"2 2 




1 


-1136 


PiD 


CH CH 
^"2 2 


NH f 1-EtBu) 


1 


-1137 


Pin 

cxp 


CH CH 


NH ( 1 - Et - 2 - MpPt*^ 

X^ AX \ X CI ^ A 1 XC £ X / 


1 


-1138 


PlD 


CH CH 
^"2 2 


NH(l-EtPn) 

X^XX \ ^ XJU>Jl IX/ 


1 


-1139 


Pip 


CH^CH^ 
2 2 


NH(l-Et-3-MeBu) 


1 


-1140 


Pip 


CH2CH2 


NH(l-EtHx) 


1 


-1141 


Pip 


CH2CH2 


NH(l-EtHp) 


1- 


-1142 


Pip 


CH2CH2 


NH(l-PrBu) 


1- 


■1143 


Pip 


CH2CH2 


NH(l-iPrBu) 


1- 


-1144 


Pip 


CH2CH2 


NH(l-PrPn) 


1- 


•1145 


Pip 


CH2CH2 


NH(l-PrHx) 


1- 


-1146 


Pip 


CH2^«2 


NH(l-PrHp) 
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Table 1 Ir^r^j.^ ) 



5 

Cpd. 





No. 


K 


TV 


R 


10 












1 - 1 1 d7 


Pip 


CH2CH2 


NH (1-BuPn) 






Irxp 


r*ii nil 

CH2CH2 


NH(l-PnHx) 


15 


1-11 AO 


Fxp 


CH2CH2 


NH(l-HxHp) 




1 1 1 n 

X XX9 U 


f ap 


CH2CH2 


NH(l-PnEt) 




1 - 1 1 1 

X ~ X X3 X 


Fip 


CH2CH2 


NH ( 1 -NapnEt ) 




1 - 1 1 EsO 

X XXD^ 


Fxp 


CH2CH2 


NH{l-PhPr) 


20 


1 - 1 1 k;*^ 

X XX30 


Fip 




NHd-PxlBuJ 




1-11 R A 
X * .X X D ?K 


Fip 


/-ITT rnrj 

CH2CH2 


NHCHPn2 




1 - 1 1 

X XX33 


Ir'ip 


CH2CH2 


NnCHPn [ 4 - MePil ) 


25 


X X X o 


Pi n 


CH2CH2 


IVTCJPtmK f A M^l^rkVk \ 

MnK^nFn ( 4 -MeOPfl) 




1-11 

X X X D / 


Pt "O 


pu r*ij 

CH2CH2 


KTUPtJTl'U / A T?m>« \ 

MnUiiPn ^ 4 - FPn ; 




1-11 Q 


Pt 
Fip 


CH2CH2 


NHCiiFXl ( 4 - ClPxl ) 


30 


1-1159 


Pip 


CH2CH2 


NH(l-Me-2-PhEt) 


1 - 1 1 
X xxo u 


Pt 
Pip 


PU PlI 

CH2CH2 


NH ( 1 - Me - 3 - PnPr ) 




1-1161 

X X X ^ X 




PW PW 

CH2CH2 






1-1 169 

X X X O 46 


Pn r\ 
fxp 


PW PTT 

CH2CH2 


NHLl-Me-2- (4-MePn)Et] 


35 


1 - 116*^ 

X X X \J ^ 


Pi 


LH2CH2 


JNn L X -Me - z - 1 4 -MeOPilj EC J. 




1-1164 


Pin 




MPT r 1 - 0 /A PP>^ \ P 1 




1-1165 


Pin 




MW r 1 - Mo - 0 - / A PI PVi \ 17^ 1 


40 


1-1166 
1-1167 


Pio 
Pio 


CH CH 
2^ 2 

CH^CH^ 
^"2 2 


1M£1VX;Z~U.X ir lid L. 7 

NH(l-Bz-2 -PhEr^ 




1-1168 


Pip 


CH2CH2 


NHcPr 




1-1169 


Pip 


CH2CH2 


NH£Bu 


45 


1-1170 


Pip 


CH2CH2 


NHcPn 




1-1171 


Pip 


CH2CH2 


NHfiHx 




1-1172 


Pip 


CH2CH2 


NH£Hp 


50 


1-1173 


Pip 


CHjCHj 


NHfiOc 




1-1174 


Pyr 


CH2CH2 


NHiPr 



55 
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Table 1 (nr^T^Y ) 



Cpd. 

No. A r2 



10 





1-1175 


Pyr 


CH2CH2 


NHfiBu 




1-117S 


Pyr 


CH2CH2 • 


NH(l-MeBu) 


15 


1-1177 


Pyr 


CH2CH2 


NH(l-MePn) 




1-1178 


Pyr 


CH2CH2 


NH(l-MeHx) 




1-1179 


Pyr 


CH2CH2 


NH(l-MeHp) 




1-1180 


Pyr 


CH2CH2 


NH(l-EtPr) 




1-1181 


Pyr 


CH2CH2 


NH(l-EtBu) 




1-1182 


Pyr 


CH2CH2 


NH(l-EtPn) 




1-1183 


Pyr 


CH2CH2 


NH(l-PrBu) 


25 


1-1184 


Pyr 


CH2CH2 


NH(l-BuPn) 




1-1185 


Pyr 


CH2CH2 


NH(l-PhEt) 




1-1186 


Pyr 


CH2CH2 


NH(l-NaphBt) 


30 


1-1187 


Pyr 


CH2CH2 


NH(i-PhPr) 


1-1188 


Pyr 


CH2CH2 


NHCHPh2 




1-1189 


Pyr 


CH2CH2 


NHCHPh(4-MePh) 




1-1190 


Pyr 


CH2CH2 


NHCHPh(4-MeOPh) 


35 


JL - iiy 1 


Pyr 


CH2CH2 


NHCHPh(4-FPh) 




1 - ±±y2 


Pyr 


CH2CH2 


NHCHPh{4-ClPh) 




1-1193 


Pyr 


CH2CH2 


NH{l-Me-2-PhEt) 


40 


1-1194 


Pyr 


CH2CH2 


NH[l-Me-2- (4-MePh)Et] 


1-1195 


Pyr 


CH2CH2 


NH[l-Me-2- {4-MeOPh)Et] 




1-1196 


Pyr 


CH2CH2 


NH[l-Me-2- (4-FPh)Et] 




1-1197 


Pyr 


CHjCHj 


NH(l-Bz-2-PhBt) 


45 


1-1198 


Pyr 


CH2CH2 


NHfiPr 




1-1199 


Pyr 


CH2CH2 


NH£Bu 




1-1200 


Pyr 


CH2CH2 


NHfiPn 


50 


1-1201 


Pyr 


CH2CH2 


NHcHx 




1-1202 


Pyr 


CH2CH2 


NHcHp 
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Table 1 ( ^T7nr I ) 



Cpd. 

No . R"*" A 



10 





1-1203 


Pyr 


CH2CH2 


NHcOc 




1-1204 


me^ 


CH2CH2 


NHiPr 


IS 


1-1205 


NMej 


CH2CH2 


NHaBu 




1-1206 




CH2CH2 


NH(l-MeBu) 




1-1207 


NMe^ 


CH2CH2 


NH(l-MePn) 


20 


1-1208 


NMe^ 


CH,CH, 


NH(l-MeHx) 


1-1209 


NMe^ 


CH2CH2 


NH(l-MeHp) 




1-1210 


NMe^ 


CH2CH2 


NH(l-EtPr) 




1-1211 


NMe2 


CH2CH2 


NH(l-EtBu) 


2S 


1-1212 


NMe^ 


CHjCHj 


NH(l-EtPn) 




1-1213 


NMej 


CH2CH2 


NH(l-PrBu) 




1-1214 


NMe2 


CH2CH2 


NH(l-BuPn) 


30 


1-1215 


NMe2 


CH-CH, 


NH(l-PhEt) 


1-1216 


NMej 


CH2CH2 


NH(l-NaphEt) 




1-1217 


NMe2 


CH2CH2 


NH(l-PhPr) 




1-1218 


NMe2 


CH2CH2 


NHCHPh2 


35 


1-1219 


NMej 


CH2C«2 


NHCHPh(4-MePh) 




1-1220 


NMCj 


CH2CH2 


NHCHPh(4-MeOPh) 




1-1221 


NMe2 


CH2CH2 


NHCHPh(4-FPh) 


40 


1-1222 


NMe2 


CHjCHj 


NHCHPh(4-ClPh) 


1-1223 


NMe2 


CH2CH2 


NH(l-Me-2-PhEt) 




1-1224 


NMe2 


CH2CH2 


NHtl-Me-2- (4-MePh)Et] 




1-1225 


NMej 


CH2CH2 


NH[l-Me-2- (4-MeOPh) Et] 


45 


1-1226 


NMej 


CH2CH2 


NH[l-Me-2- (4-FPh)Bt] 




1-1227 


NMej 


CH2CH2 


NH(l-Bz-2-PhEt) 




1-1228 


NMej 


^^2^2 


NHfiPr 


SO 


1-1229 


NMej 


CH2CH2 


NH£Bu 




1-1230 


NMe2 


CH2CH2 


NHfiPn 



55 
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Table 1 (rm„) 



Cpd. 

No. r1 a 



10 





1-1231 


NMej 


CH2CH2 


NH£HX 




1-1232 


'NMe2 


CH2CH2 


NHfiHp 


15 


1-1233 


NMej 


CH2CH2 


NHfiOc 




1-1234 


Aze 


CH2CH2 


NHiPr 




1-1235 


Aze 


CH2CH2 


NHgBu 


20 


1-1236 


Aze 


CH2CH2 


NH(l-MeBu) 


1-1237 


Aze 




NH(i-MePn) 




1-1238 


Aze 




NH(l-MeHx) 




1-1239 


Aze 


^2^2 


NH(l-MeHp) 


25 


1-1240 


Aze 




NH(l-BtPr) 




1-1241 


Aze 


CH2C«2 


NH(l-EtBu) 




1-1242 


Aze 


CH2CH2 


NH(l-EtPn) 




1-1243 
1-1244 


Aze 
Aze 


CH2CH2 
CH2CH2 


NH(l,2-diMePr) 
NH(l-PhBt) 




1-1245 


Aze 


CH2CH2 


NHCHPh2 




1-1246 


Aze 


CH2CH2 


NH{l-Me-2-PhEt) 


35 


1-1247 


Aze 


CH2CH2 


NH{l,2-diPhEt) 




1-1248 


Aze 


CH2CH2 


NHfiPr 




1-1249 


Aze 


CH2CH2 


NH£Bu 


40 


1-1250 
1-1251 


Aze 
Aze 


CH2CH2 
CH2CH2 


NHcPn 
NHfiHx 




1-1252 


Aze 


CH2CH2 


NH£Hp 




1-1253 


Aze 


CH2CH2 


NHcOc 


45 


1-1254 


Azl 


CH2CH2 


NHiPr 




1-1255 


Azi 


CH2CH2 


NHfiBu 




1-1256 


Azi 




NH(l-MeBu) 


SO 


1-1257 


Azl 


CH2CH2 


NH{l-MePn) 


1-1258 


Azl 


CH2CH2 


NHd-MeHx) 
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Table 1 inr^j^^ , } 



Cpd. 

No. A r2 





1-1259 


Azl 


CH2CH2 


NH(l-MeHp) 




1-1260 


Azi 


CHjCHj 


NH(l-EtPr) 


IS 


1-1261 


Azi 


CH^CH, 


NH(l-EtBu) 




1-1262 


Azi 


CH_CH_ 


NH(l-EtPn) 




1-1263 


Azl 


CH-CH, 
2 2 


NH(l,2-diMePr) 


20 


1-1264 


Azl 


CH_CH_ 


NH(l-PhBt) 




1-1265 


Azi 


CH,CH^ 


NHCHPh^ 
2 




1-1266 


. Azl 


CH^CH^ 
2 2 


NH(l-Me-2-PhEt) 




1-1267. 


Azl 


CHjCHj 


NH(l,2-dlPhEt) 


25 


1-1268 


Azi 


CH2CH2 


NHcPr 




1-1269 


Azl 


CH2CH2 


NHfiBu 




1-1270 


Azi 


CH2CH2 


NHcPn 


30 


1-1271 


Azi 


CH_CH_ 


NH£HX 


1-1272 


Azi 


CH<,CH^ 


NHsHp 




1-1273 


Azi 


CH,CH, 


NHfiOc 




1-1274 


Pip 




NHiPr 


35 


1-1275 


Pip 


CH2 


NHgBu 




1-1276 


Pip 




NH(l-MeBu) 




1-1277 


Pip 


CH2 


NH(l,2-diMePr) 


40 


1-1278 


Pip 


CHj 


NH(l-MePn) 


1-1279 


Pip 


CH2 


NH(l,3-diMeBu) 




1-1280 


Pip 


CHj 


NH(l,2-diMeBu) 




1-1281 


Pip 




NH(l-MeHx) 


45 


1-1282 


Pip 


^«2 


NH(l,4-diMePn) 




1-1283 


Pip 


<=«2 


NH(l-MeHp) 




1-1284 


Pip 




NH(l,5-diMeHx) 


50 


1-1285 


Pip 


CHj 


NH{l-EtPr) 


1-1286 


Pip 


^2 


NH(l-EtBu) 
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Cpd. 



No. 




A 


r2 


1-1287 


Pip 


2 


NH ( 1 - Et - 2 -MePr ) 


1-1288 


Pip 


CH^ 
2 


NH(l-EtPn) 


1-1289 


Pip 


CH^ 
2 


NH ( 1 - E t - 3 - MeBu ) 


1-1290 


Pip 


CH^ 
2 


NH(l-EtHx) 


1-1291 


Pip 


CH^ 
2 


NH(l-EtHp) 


1-1292 


Pip 


CH^ 
2 


NH(l-PrBu) 


1-1293 


Pip 

*• 




NH(l-iPrBu) 


1-1294 


Pip 


CH^ 
2 


NH(l-PrPn) 


1-1295 


Pip 


CH^ 
2 


NH(l-PrHx) 


1-1296 


Pip 


2 


NH(l-PrHD) 


1-1297 


Pip 


CH^ 
2 


NH(l-BuPn) 


1-1298 


Pip 


2 


NH(l-PnHx) 


1-1299 


Pip 


2 


NH(l-HxHp) 


1-1300 


Pip 


CH^ 
2 


NH(l-PhEt) 


1-1301 


Pip 


CH^ 
2 


NH(l-NaphEt) 


1-1302 


Pip 


CH^ 
2 


NH(l-PhPr) 


1-1303 


Pip 


CH^ 
2 


NH(l-PhBu) 


1-1304 


Pip 


CH^ 
2 


NHCHPh2 


1-1305 


Pip 


CH^ 
2 


NHCHPh(4-MePh) 


1-1306 


Pip 


CH^ 
2 


NHCHPh(4-MeOPh) 


1-1307 


Pip 




NHCHPh(4-FPh) 


1-1308 


Pip 




NHCHPh(4-ClPh) 


1-1309 


Pip 


^«2 


NH{l-Me-2-PhEt) 


1-1310 


Pip 




NH(l-Me-3-PhPr) 


1-1311 


Pip 


CH2 


NH(l-Et-2-PhEt) 


1-1312 


Pip 


CH2 


NH[l-Me-2- (4-MePh)Et] 


1-1313 


Pip 


CH2 


NH[l-Me-2- (4-MeOPh)Et] 


1-1314 


Pip 


CH2 


NH[l-Me-2- (4-PPh) Et] 
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Table 1 f^^^^,) 



Cpd. 

No. r1 a r2 



10 





1-1315 


Pip 




NH[l-Me-2- (4-ClPh)Et] 




1=1316 


Pip 




NH(l,2-diPhEt) 


IS 


1-1317 


Pip 




NH(l-Bz-2-PhEt) 




1-1318 


Pip 


^2 


NHfiPr 




1-1319 


Pip 


^2 


NHfiBu 


20 


1-1320 


Pip 


^2 


NHfiPn 


1-1321 


Pip 




NHfiHx 




1-1322 


Pip 


^2 


NHfiHp 




1-1323 


Pip 


^^2 


NHfiOc 


25 


1-1324 


Pip 


(CH2)3 


NHlPr 




1-1325 


Pip 


(CH2)3 


NHgBu 




1-1326 


Pip 


(CH2)3 


NH(l-MeBu) 


30 


1-1327 


Pip 


(CH2)3 


NH(l-MePn) 


1-1328 


Pip 


(CH2)3 


NH(l-MeHx) 




1-1329 


Pip 


(CH2)3 


NH(l-MeHp) 




1-1330 


Pip 


(CH2)3 


NH(l-EtPr) 


35 


1-1331 


Pip 


(CH2)3 


NH(l-EtBu) 




1-1332 


Pip 




NH(l-EtPn) 




1-1333 


Pip 


(CH2)3 


NH(l-PrBu) 


40 


1-1334 


Pip 


(CH2)3 


NH(l-BuPn) 




1-1335 


Pip 


(CH2)3 


NH{l-PhEt) 




1-1336 


Pip 


(CH2)3 


NH(l-NaphEt) 




1-1337 


Pip 


(CH2)3 


NH(l-PhPr) 


45 


1-1338 


Pip 


(CH2)3 


NHCHPh2 




1-1339 


Pip 


(CH2)3 


NHCHPh(4-MePh) 




1-1340 


Pip 


(CH2)3 


NHCHPh(4-MeOPh) 


SO 


1-1341 


Pip 


(CH2)3 


NHCHPh(4-FPh) 




1-1342 


Pip 


(CH2)3 


NHCHPh{4-ClPh) 
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Table 1 <nr.r.^,] 



Cpd. 

No. A r2 



1-1343 


Pip 


(CH2)3 


NH(1-Me- 


2- 


PhEt) 


1-1344 


Pip 


(CH2)3 


NHtl-Me- 


2- 


(4-MePh)Et] 


1-1345 


Pip 


(CH2)3 


NH[1-Me- 


2- 


(4-MeOPh)Et] 


1-1346 


Pip 


(012)3 


NH[1-Me- 


2- 


(4-FPh)Et] 


1-1347 


Pip 


(012)3 


NH(1-B2- 


2- 


PhEt) 


1-1348 


Pip 


(CH2)3 


NH£Pr 






1-1349 


Pip 


(^2)3 


NH^Bu 






1-1350 


Pip 


(013)3 


NHfiPn 






1-1351 


Pip 


(013)3 


NH£Hx 






1-1352 


Pip 


(CH2)3 


NHfiHp 






1-1353 


Pip 


(013)3 


NHfiOc 
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Cpd. 

No. 


r1 


A 


B 


S3 


r5 


2-1 


Pip 


CH=CH 


CH^ 


0 


CH^OH 


2-2 


Pip 


CH-CH 


CHj 


0 


2-HOEt 


2-3 


Pip 


CH=CH 


CHj 


0 


2-PoOEt 


2-4 


Pip 


CH=CH 


CH^ 


0 


2-AcOEt 


2-5 


Pip 


CH=CH 


CH2 


0 


2-PrnOEt 


2-6 


Pip 


CH-CH 


CH 


0 


2-ByrOEt 


2-7 


Pip 


CH-CH 


CH2 


0 


2-iByrOEt 


2-8 


Pip 


CH-CH 


CH, 


0 


2 -ValOBt 


2-9 


Pip 


CH-CH 


^2 


0 


2 -iValOEt 


2-10 


Pip 


CH-CH 


CHj 


0 


2-(PhAcO)Et 


2-11 


Pip 


CH-CH 


^2 


0 


2- (HOOC.AcO)Et 


2-12 


Pip 


CH-CH 


CH2 


0 


2- (3-HOOC.PmO)Et 


2-13 


Pip 


CH-CH 


CHj 


0 


2- (3-Mec.PmO)Et 


2-14 


Pip 


CH-CH 


CH2 


0 


2- (3-Etc.PrnO)Et 


2-15 


Pip 


CH-CH 


CH2 


0 


2- (3-Prc.PrnO)Et 


2-16 


Pip 


CH=CH 


CH2 


0 


2- (3-Phc.PrnO) Et 


2-17 


Pip 


CH-CH 


CH2 


0 


2 - [3 - (4 -MePhcO) PrnO] Et 


2-18 


Pip 


CH-CH 


CH2 


0 


2- (3-PhPrnO)Et 


2-19 


Pip 


CH-CH 


^^2 


0 


2- (3-PhPrnO) EC 


2-20 


Pip 


CH-CH 


CH2 


0 


2-Bo20Et 


2-21 


Pip 


CH-CH 


CH2 


0 


2- {4-MeBozO)Et 


2-22 


Pip 


CH-CH 


CH2 


0 


2- (4-MeOBozO)Et 


2-23 


Pip 


CH-CH 


CH2 


0 


2- (4-FBozO)Et 


2-24 


Pip 


CH-CH 


CH2 


0 


2- (4-ClBozO)Et 


2-25 


Pip 


CH-CH 


CH2 


0 


2- (£PrCOO)EC 


2-26 


Pip 


CH-CH 


CH2 


0 


2- (£BuCOO)Et 
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Table 2 (f-r^r.^ , ) 



5 





Cpd. 














No. 


1 


A 


B 


Si 




10 




2-27 


Pip 


CH-CH 


CH2 


0 


2 - (fiPnCOO) Et 




2-28 


Pip 


CHoCH 


^2 


0 


2-(£HxC00)Et ' 


15 


2-29 


Pip 


CH=CH 


CH2 


0 


2-HOPr 




2-30 


Pip 


CH«CH 


^"2 


0 


2-PoOPr 




2-31 


Pip 


CH-CH 




0 


2-AcOPr 


20 


2-32 


Pip 


CH-CH 


^^2 


0 


2 - PrnOPr 


2-33 


Pip 


CH=CH 


CH2 


0 


2- (3-HOOC.PmO)Pr 




2-34 


Pip 


CH-CH 


C«2 


0 


2- (3-Mec.PmO)Pr 




2-35 


Pip 


CH-CH 


C«2 


0 


2- (3 -Etc. PrnOPr 


25 


2-36 


Pip 


CH=CH 


C«2 


0 


2- (3-Phc.PmO)Et 




2-37 


Pip 


CH-CH 


C«2 


0 


2- [3- (4-MePhcO) PrnO] Et 




2-38 


Pip 


CH-CH 


CHj 


0 


2-(PhAcO)Pr 


30 


2-39 


Pip 


CH-CH 


^2 


0 


2-BozOPr 


2-40 


Pip 


CH-CH 


^^2 


0 


2- (fiPnCOOPr 




2-41 


Pip 


CH-CH 


CH2 


0 


2 - (fiHxCOO) Pr 




2-42 


Pip 


CH-CH 


CH2 


0 


3-HOPr 


35 


2-43 


Pip 


CH-CH 


™2 


0 


3-FoOPr 




2-44 


Pip 


CH-CH 


C«2 


0 


3 -AcOPr 




2-45 


Pip 


CH-CH 


CH2 


0 


3 - PrnOPr 


40 


2-46 


Pip 


CH=CH 


^«2 


0 


3- (3-.HOOC.PmO) Pr 




2-47 


Pip 


CH-CH 


CH2 


0 


3- (3-Mec.PrnO)Pr 




2-48 


Pip 


CH=CH 




0 


3 - (3-Etc.PmO) Pr 


45 


2-49 


Pip 


CH-CH 


C«2 


0 


3-B020Pr 


2-50 


Pip 


CH-CH 


C«2 


0 


3- (£PnCOO)Pr 




2-51 


Pip 


CH-CH 


CH2 


0 


3 - (cHxCOO) Pr 




2-52 


Pip 


CH-CH 


CH2 


0 


2-HOBu 


SO 


2-53 


Pip 


CH-CH 


CH2 


0 


2 -AcOBu 




2-54 


Pip 


CH-CH 


^«2 


0 


2- (3-HOOC.PrnO)Bu 
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Table 2 (r^n^ , ) 



5 





vjpa • 














NO . 


R 


A 


B 


m 


«5 


10 
















2-55 


Pip 


CH=CH 




0 


2-BozOBu 




2-56 


Pip 


CH=CH 




0 


2-(cHxC00)Bu 


15 


2-57 


Pip 


CH=CH 


CH2CH2 


0 


2-HOEt 




2-58 


Pxp 


CH=CH 


CH2CH2 


0 


2-FoOEt: 




2-59 


Pip 


CHoCH 


CH2CH2 


0 


2-AcOEt 


20 


2-50 
2-51 


Pip 

Pip 


CH=CH 
CH=CH 


CH2CH2 
CH2CH2 


0 
0 


2 - PrnOEt 
2-ValOEt 




2-62 


Pip 


CH=CH 


CH2CH2 


0 


2- (PhAcO) Et 




2-63 


Pip 


CH«CH 


CH2CH2 


0 


2- (3-HOOC.PrnO)Et 


25 


2-64 


Pip 


CH=«CH 


CH2CH2 


0 


2- (3-Mec.PrnO)Bt 




2 - 65 


Pip 


CH=CH 


CH2CH2 


0 


2- (3-Etc.PrnO)Et 




2-66 


Pip 


CH»CH 


CH2CH2 


0 


2- (3-PhPrnO)Et 


30 


2-67 


Pip 


CH«=CH 


CH2CH2 


0 


2-BozOEt 


2 - DO 


Pip 


CH=CH 


CH2CH2 


0 


2- (4-MeBO20)Et 




2-69 


Pip 


CH=CH 


CH2CH2 


0 


2- (4-PBozO)Et 




2-70 


Pip 


CH=CH 


CH2CH2 


0 


2- (4-ClBo20)Et 


OO 


2-71 


Pip 


CH=CH 


CH2CH2 


0 


2- (cPrCOO)Et 




2-72 


Pip 


CH=CH 


CH2CH2 


0 


2- {cBuCOO)Et 




2 - 73 


Pip 


CH=CH 


CH2CH2 


0 


2- (cPnCOO)Et 


40 


2 - 74 


"|-> J 
Pip 


CH=CH 


CH2CH2 


0 


2-(cHxC00)Et: 




2 - 75 


Pip 


CH=CH 


CH2CH2 


0 


2-HOPr 




2-76 








r\ 
u 


^ - r OUrT 




2-77 


Pip 


CH=CH 


CH2CH2 


0 


2-AcOPr 


45 


2-78 


Pip 


CH=CH 


CH2CH2 


0 


2 - PrnOPr 




2-79 


Pip 


CH=CH 




0 


2- (3-HOOC.PmO)Pr 




2-80 


Pip 


CH=CH 


CH2CH2 


0 


2- (3-Mec.PrnO)Pr 


SO 


2-81 


Pip 


CH=CH 


CH2CH2 


0 


2-BozOPr 




2-82 


Pip 


CH=CH 


CH2CH2 


0 


2- (£PnCOO)Pr 
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Table 2 {nr.r.i- j 



5 


Cpd. 
No. 




A 


B 


m 


r5 


10 
















2-83 


Pip 


CH-CH 


CH2CH2 


0 


2- (£HxCOO)Pr 




2-84. 


Pip 


.CH-CH 


CH2CH2 - 


0 


3-HOPr 


IS 


2-85 


Pip 


CH=CH 


CH2CH2 


0 


3 -AcOPr 


2-86 


Pip 


CH=CH 




0 


3 - PmOPr 




2-87 


Pip 


CH=CH 


CH2CH2 


0 


3- (3-H00C.PrnO)Pr 




2-88 


Pip 


CH=CH 


CH2CH2 


0 


3-BozOPr 


20 


2-89 


Pip 


CH=CH 


CH2CH2 


0 


3 - (fiPnCOO) Pr 




2-90 


Pip 


CH-CH 


CH2CH2 


0 


3 - (fiHxCOO) Pr 




2-91 


Pip 


CH=CH 


CH2CH2 


0 


2-HOBu 


25 


2-92 


Pip 


CH=CH 


CH2CH2 


0 


2 -AcOBu 




2-93 


Pip 


CH=CH 


CH2CH2 


0 


2- (3-HOOC.PrnO)Bu 




2-94 


Pip 


CH=CH 


CH2CH2 


0 


2-BozOBu 


30 


2-95 


Pip 


CH=CH 


CH2CH2 


0 


2- (£HxCOO)Bu 


2-96 


Pip 


CH=CH 


(CH2)3 


0 


2-HOEt 




2-97 


Pip 


CH=CH 


(CH2)3 


0 


2-FoOEt 




2-98 


Pip 


CH=CH 


(CH2)3 


0 


2-AcOEt 


35 


2-99 


Pip 


CH=CH 


(CH2)3 


0 


2 - PrnOEt 




2-100 


Pip 


CH=CH 


(CH2)3 


0 


2-ByrOEt 




2-101 


Pip 


CH=CH 


(CH2)3 


0 


2-iByrOEt 


AO 


2-102 


Pip 


CH-CH 


(CH2)3 


0 


2-ValOEt 




2-103 


Pip 


CH=CH 


(CH2)3 


0 


2- ( 3 -HOOC. PrnOEt 




2-104 


Pip 


CH-CH 


(CH2)3 


0 


2- (3-Mec.PrnO) Et 




2-105 


Pip 


CH=CH 


(CH2)3 


0 


2- (3-Etc.PrnO) Et 


45 


2-106 


Pip 


CH=CH 


(CH2)3 


0 


2- (PhAcO)Et 




2-107 


Pip 


CH=C3I 


(CH2)3 


0 


2-BozOEt 




2-108 


Pip 


CH-CH 


(CH2)3 


0 


2- {4-MeBozO) Et 


50 


2-109 


Pip 


CH«CH 


(CH2)3 


0 


2- (4-MeOBozO)Et 




2-110 


Pip 


CH-CH 


(CH2)3 


0 


2- (4-FBozO)Et 
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Table 2 (^^^^,) 



Cpd. 
No. 



B 



m 



2 


-111 


PiP 


CH=CH 


(CH2 


^3 


0 


2 


- (4-ClBozO) Et 


2 


-112 


Pip 


CH=Cn 


(CH2 


^3 


0 


2 


- (cPrCOO) Et 


2 


4 «t ^ 
-113 


Pip 


CH«CH 


(CH2 


^3 


0 


2 


- (£BuCOO) Et 


2 


*i 1 /■ 
- 114 


Pip 


Cri=CH 


/ /-ITT 

(CH2 


*3 


0 


2 


- (fiPnCOO) Et 




lie 
- 115 


Pip 




/ ^TJ 

(CHj 


*3 


0 


2 


- (£HxCOO) Et 




- lib 


Pip 


/tTT /^TT 


/ /-ITT 

(CH2. 


*3 


0 


2 


-HOPr 




- 117 


Pip 


Cn=Cn 




*3 


0 


2 


-AcOPr 


o 


. 1 1 Q 


Pip 


/-1TT_ /^TT 




*3 


Q 


2 


- PrnOPr 




1 1 Q 
- 113 


Pip 


CH=3CH 


(CH2I 


'3 


0 


2 


- (3-HOOC.PrnO) Pr 




- IZU 


Pip 


^TT /^TT 


(CH2J 


'3 


0 


2 


- (3-Etc.PmO) Pr 




- XZl 


Jrip 




(CH2] 


' 3 


0 


2 


-BozOPr 




- IZZ 


Pip 


r^TJ /-iTT 




*3 


0 


2 


- ( cHxCOO) Pr 




IZO 


Flp 




(CH2] 


'3 


u 


J 


-HOPr 




i.Z4 


fip 




(CH2] 


3 


0 


3 


-Acopr 




- IZD 


Fip 




(CH2I 


3 


0 


3 


- ( 3 -HOOC . PrnO) Pr 


z 


IZO 


Pip 


1^x1= i^ri 


(CH2] 


3 


0 


3 


- ( 3 -Mec . PrnO) Pr 




- ±Z / 


Flp 




(CH2] 


3 


0 


3 


- BozOPr 


2 


- 128 


PiD 


CH=CH 


(CH ] 


3 


0 






2 


-129 


Pip 


CH=CH 


(CH2) 


3 


0 


2 


-HOBu 


2 


-130 


Pip 


CH=CH 


(CH2) 


3 


0 


2 


-AcOBu 


2 


-131 


Pip 


CH=CH 


(CH2) 


3 


0 


2 


- (3 -HOOC. PrnO) Bu 


2 


-132 


Pip 


CH=CH 


(CH2) 


3 


0 


2 


-BozOBu 


2 


-133 


Pip 


CH=CH 


(CH2) 


3 


0 


2 


- (cHxCOO) Bu 


2 


-134 


Pip 


CH=CH 


(CH2) 


4 


0 


2 


-HOEt 


2- 


-135 


Pip 


CH=CH 


(CH2) 


4 


0 


2 


- FoOEt 


2- 


■136 


Pip 


CH=CH 


(CH2) 


4 


0 


2 


-AcOEt 


2- 


■137 


Pip 


CH=CH 


(CHj) 


4 


0 


2 


- PrnOEt 


2- 


■138 


Pip 


CH-CH 


(CHj) 


4 


0 


2 


- (3 -HOOC. PrnO) Et 
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Table 2 (r^ni; ^ ) 



9 


Cpd. 
















No. 




A 


B 


m 


R 


5 


10 


2-139 


Pip 


CH-CH 




0 


2 


- (3-^fec.PrnO)Et 




-2-1-40 


Pip 


-GH-eH 


- (CH,| , - 


• 0 


-2 


-BozOEt 


15 


2-141 


Pip 


CH-CH 


(CH,), 


0 


2 


- (fiHxCOO) Et 




2-142 


Pip 


CH=CH 


(CH„) . 


0 


2 


-HOPr 




2-143 


Pip 


CH-CH 


(CH,). 


0 


2 


-AcOPr 




2-144 


Pip 


CH-CH 


(CH,). 


0 


2 


- (3-HOOC.PrnO)Pr 


20 


2-145 


Pip 


CH-CH 


(CH ) 


0 


2 


- BozOPr 




2rl46 


Pip 


CH-CH 


(CH,). 


0 


2 


- (fiHxCOO) Pr 




2-147 


Pip 


CH-CH 


2 4 


0 


3 


-HOPr 


25 


2-148 


Pip 


CH-CH 


(CH,) . 

Z 4 


0 


3 


-AcOPr 




2-149 


Pip 


CH-CH 


(CH,), 

Z 4 


0 


3 


- (3-HOOC.PrnO)Pr 




2-150 


Pip 


CH-CH 


(CH,), 
2 4 


0 


3 


-BozOPr 


30 


2-151 


Pip 


CH-CH 


(CH ) 

Z 4 


0 


3 


- (fiHxCOO) Pr 


2-152 


Pip 


CH-CH 


(CH ) 

z *t 


0 


2 


-HOBu 




2-153 


Pip 


CH-CH 


(CH ) 

Z 4 


0 


2 


-AcOBu 




2-154 


Pip 


CH=CH 


(CH ) 

Z *k 


0 


2 


- (3-HOOC.PrnO)Bu 


35 


2-155 


Pip 


CH-CH 


(CH ) 

Z 4 


0 


2 


- ( cHxCOO) Bu 




2-156 


Pip 


CH-CH 


CH_CH(Me)CH^ 
z z 


0 


2 


-HOEt 




2-157 


Pip 


CH-CH 


CH2CH{Me)CH2 


0 


2 


-AcOEt 


Aft 


2-158 


Pip 


CH-CH 


CH2CH(Me)CH2 


0 


2 


- {3-HOOC.PrnO)Et 




2-159 


Pip 


CH-CH 


CH^CH(Me)CH^ 
z z 


0 


2 


-BozOEt 




2-160 


Pip 


CH-CH 


CH2CH(Me)CH2 


0 


2 


- (sHxCOO) Et 




2-161 


Pip 


CH-CH 


CH2CH(Me)CH2 


0 


2 


-HOPr 


45 


2-162 


Pip 


CH-CH 


CH2CH{Me)CH2 


0 


2 


-AcOPr 




2-163 


Pip 


CH=CH 


CH2CH(Me)CH2 


0 


2 


-BozOPr 




2-164 


Pip 


CH-CH 


CH2CH(Me)CH2 


0 


2 


- (£HxCOO) Pr 


SO 


2-165 


Pip 


CH-CH 


CH2CH{Me)CH2 


0 


3 


-HOPr 




2-166 


Pip 


CH-CH 


CH2CH{Me)CH2 


0 


3 


-AcOPr 
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Table 2 (nr.^^ I 



Cpd. 





No. 




A 

A 




in 




10 


2-167 






PH PH / \ PW 

^ ^ ' 2 


U 


J - V J - nuuL . pmo J Pr 




2-168 






PW PW Y Mo ^ PW 


U 


J - dOZUPjT 


15 


2-169 


Pin 




PW PW^M<a\PW 
wxl^ \ / ^""2 


U 






2-170 


Pin 




PW PW^Mo^PW 

v.^112 ' 1 ^**2 


n 
u 






2-171 


Pin 




PW PWfMp^PW 

^"2^""' VX*iC5/ ^^^2 


u 




20 


2-172 


Pin 




PW PW^Mr^PW 
v^xi2^** \xic / ^xi2 


n 
u 


z- v J - a u C « ir X TIU j oil 


2-173 


Pin 
*rxp 




PW PWfM^a\PW 
WXI2 ^xi V / ^^^2 


u 






2-174 


Pin 




^PW \ 


n 






2-175 


Pi n 
rxp 


PW— PW 


^PW \ 


u 




25 


2-176 


Pin 


CHesCH 




n 
u 


f^-uorip DvTin\ T?^- 




2-177 


Pit) 




^^"2' 5 








2-178 


Pin 






n 


0 • /riiivpnn\ 1?^ 


30 


2-179 


Pin 


PWaiPH 




A 

u 


^ - ilwirx 




2-180 


Pin 






A 
U 






2-181 


Pin 




^^"2^5 


A 


^ - \ 0 - ilUUU • Fx nU ) irT 




2 - 182 


Pin 


PW— PH 


fPW ^ 


U 


^ - oOZUFx 


35 


2-183 

Ail O ^ 


Pin 




f PW \ 


A 
U 


v^xlXUUU/ Fx 




2-184 


Pin 


wXX"* wxx 




A 

\J 


"5 - WODr- 




2-185 


Pin 


CH=CH 


(CH ) 


0 


J — AW>v/lrX 


40 


2-186 


Pin 


CH=CH 


f CH ^ 


n 


WnnP Dr-nPi \ Dr- 
J \ 0 IIWW^ • Fx liW j Fx 




2-187 


Pip 


CH=C3I 


(CH_) _ 
2 5 


0 


3-BozOPr 




2-188 


Pip 


CH-CH 


(CH2)5 


0 


3- (cHxCOO)Pr 


45 


2-189 


Pip 


CH=CH 


(CH^)^ 


0 


2-HOBu 


2-190 


Pip 


CH=CH 


{CH2)5 


0 


2-AcOBu 




2-191 


Pip 


CH=CH 


(CH2)5 


0 


2- (3-HOOC.PrnO)Bu 




2-192 


Pip 


CH=CH 


(CH^)^ 


0 


2 - ( cHxCOO) Bu 


50 


2-193 


Pip 


CH=CH 


(CH2)g 


0 


2-HOEt 




2-194 


Pip 


CH=CH 


(CH2)g 


0 


2-AcOEt 
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Table 2 f^^^t-,) 



Cpd. 
No. 


r1 


A 


B 


Si 


r5 


2-195 


Pip 


CH=CH 


(CH^) 


0 


2- (3-HOOC.PmO)Et 


2-196 


Pip 


CH=CH 


(CM,) - 


0 


2- (£HxCOO)Et 


2-197 


Pip 


CH-CH 




0 


2-HOPr 


2-198 


Pip 


CH-CH 


(CH,)^ 
^ b 


0 


2-AcOPr 


2-199 


Pip 


CH=CH 


b 


0 


2- {3-HOOC.PmO) Pr 


2-200 


Pip 


CH=CH 


(CH,)^ 
b 


0 


2- (fiHxCOO) Pr 


2-201 


Pip 


CH=CH 


(CH_), 
z b 


0 


3-HOPr 


2-202 


Pip 


CH=CH 


z b 


0 


3-AcOPr 


2-203 


Pip 


CH=CH 


(CH,)^ 
2 6 


0 


3 - ( 3 - HOOC . PmO) Pr 


2-204 


Pip 


CH=CH 


(CH_)^ 
2 6 


0 


3 - ( cHxCOO) Pr 


2-205 


Pip 


CH=CH 


(CH,)^ 


0 


2-HOBu 


2-206 


Pip 


CH-CH 


(CH,)g 
^ b 


0 


2-AcOBu 


2-207 


Pip 


CH=CH 


(CH,)^ 


0 


2- (3 -HOOC. PmO) Bu 


2-208 


Pip 


CH=CH 


(CH_). 


0 


2- (£HxCOO)Bu 


2-209 


Pyr 


CH=CH 




0 


2-HOEt 


2-210 


Pyr 


CH=CH 




0 


2 - PoOEt 


2-211 


Pyr 


CH=CH 




0 


2 -AcOEt 


2-212 


Pyr 


CH=CH 


CH_ 


0 


2 - PrnOEt 


2-213 


Pyr 


CH»CH 




0 


2- (3-HOOC.PrnO) Et 


2-214 


Pyr 


CH=CH 


CH_ 


0 


2- (3-Mec. PmOEt 


2-215 


Pyr 


CH=CH 




0 


2- (3-EtC.PmO)Et 


2-216 


Pyr 


CH=CH 


^"2 


0 


2-Bo20Et 


2-217 


Pyr 


CH=CH 




0 


2- (cPnCOO)Et 


2-218 


Pyr 


CH=CH 


CH2 


0 


2 - (cHxCOO) Et 


2-219 


Pyr 


CH=CH 


CH2 


0 


2-HOPr 


2-220 


Pyr 


CH=CH 




0 


2-AcOPr 


2-221 


Pyr 


CH=CH 


CH2 


0 


2- (3 -HOOC. PmO) Pr 


2-222 


Pyr 


CH=CH 




0 


2-BozOPr 
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Table 2 (nr.r.i- ) 



Cpd. 
No. 



B 



m 



2-223 


Pyr 


CH=CH 




0 


2 


- (fiHxCOO) Pr 


2-224 


Pyr 


CH=CH 




0 


3 


-HOPr 


2-225 


Pyr 


CH-CH 




0 


3 


-PoOPr 


2-226 


Pyr 


CH=CH 


CH2 


0 


3 


-AcOPr 


2-227 


Pyr 


CH=CH 


CH2 


0 


3 


- (3-HOOC.PrnO)Pr 


2-228 


Pyr 


CH«CH 


CH2 


0 


3 


- {3-Mec.PrnO) Pr 


2-229 


Pyr 


CH«CH 


CH2 


0 


3 


-BozOPr 


2-230 


Pyr 


CH«CH 


CH2 


0 


3 


- (fiHxCCX)) Pr 


2-231 


Pyr 


CH=CH 


CH2 


0 


2 


-HOBu 


2-232 


Pyr 


CH»CH 


CH2 


0 


2 


-AcOBu 


2-233 


Pyr 


CH=CH 


CH2CH2 


0 


2 


-HOEt 


2-234 


Pyr 


CH«CH 


CH2CH2 


0 


2 


-AcOEt 


2-235 


Pyr 


CH=CH 


CH2CH2 


0 


2 


- (3-HOOC.PmO)Et 


2-236 


Pyr 


CH=CH 


CH2CH2 


0 


2 


- (3-Mec.PmO)Et 


2-237 


Pyr 


CH=CH 


CH2CH2 


0 


2 


-BozOEt 


2 -23o 


Pyr 


CH=CH 


CH2CH2 


0 


2 


- (£PnCOO) Et 


2-239 


Pyr 


CH=CH 


CH2CH2 


0 


2 


- (cHxCOO)Et 


2-240 






"-"2^ 2 








2-241 


Pyr 


CH=CH 


CH2CH2 


0 


2 


-AcOPr 


2-242 


Pyr 


CH=CH 


CH2CH2 


0 


2 


- (3-HOOC.PrnO)Pr 


2-243 


Pyr 


CH-CH 


CH2CH2 


0 


2 


- (sHxCOO) Pr 


2-244 


Pyr 


CH=CH 


CH2CH2 


0 


3 


-HOPr 


2-245 


Pyr 


CH=CH 


CH2CH2 


0 


3 


-AcOPr 


2-246 


Pyr 


CH=CH 


CH2CH2 


0 


3 


- (cHxCOO) Pr 


2-247 


Pyr 


CH=CH 


CH2CH2 


0 


2 


-HOBu 


2-248 


Pyr 


CH=CH 


CH2CH2 


0 


2 


-AcOBu 


2-249 


Pyr 


CH=CH 


(^2)3 


0 


2 


-HOEt 


2-250 


Pyr 


CH=CH 


(CH2)3 


0 


2 


-AcOEt 
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Table 2 (rnnh ) 



5 



Cpd. 





No. 




A 

A 


B 


ill 


r5 


10 


2-251 


Pvr* 






n 


2 - PrnOEt 




2 - 252 


iry i 




fPH \ 


n 


2 - - HOOP PrnO^ Pt* 


IS 


2-253 






^^^2^3 


n 

u 






2-254 




PWssPH 


/PH ) 


n 


2- (^'PnP^iO^R^ 




2-255 






^PH ) 
^^^2 '3 


0 




20 


^ ^ ^ w 


PVT 


PW— PW 


^PH \ 


0 


2 - HOP-r 


2-2R7 


PVY* 

iryi 




fPH ^ 
^^^2^3 


n 






« « 3 o 


fyt 




^PW ^ 


A 
U 






2 - 2RQ 


PVT" 




fPH ^ 


n 




25 


2-260 


Pvi? 
iryi 






0 






2-261 


Pvif 
iryi 


CH«CH 


(PH ) 


n 






2-262 


iryj- 




fPH ) 


0 


2 - HOBii 


30 


2-263 


* J ^ 


CH=CH 


^^"23 


0 


2 - AcOBu ' 


2-264 


* Jr 


CH»CH 


(CH ) 


0 


2 - HOEt 




2-265 


cy ^ 


CH=CH 


(CH ) 


0 


2-AcOEt 




2-266 


* Jr 


CH=CH 


(CH ) 


0 


2 - ( 3 - HOOC PrnO) Et 


35 


2-267 




CH=CH 


(CH ) 


0 


2- (cHxCOO^ Et 




2-268 


Pvir 

r-y j- 


CH=CH 


(CH ) 


0 


2 - HOPr 




2-269 


xry j- 


CH=CH 


(CH ) 


0 




40 


2-270 


PVIT 
xrjr J. 


CH=CH 


(CH ) 


0 


3 - HOPr 




2-271 


Pyr 


CH=CH 


(CH^) A 
^ 2' 4 


0 


3-AcOPr 




2-272 


Pyr 


CH-CH 




0 


2-HOBu 


45 


2-273 


Pyr 


CH=CH 




0 


2-AcOBu 


2-274 


Pyr 


CH=CH 


CH2CH(Me)CH2 


0 


2 -HOEt 




2-275 


Pyr 


CH«CH 


CH2CH(Me)CH2 


0 


2-AcOEt 




2-276 


Pyr 


CH=CH 


CH2CH(Me)CH2 


0 


2 -HOPr 


SO 


2-277 


Pye 


CH=CH 


CH2CH(Me)CH2 


0 


2-AcOPr 




2-278 


Pyr 


CH=CH 


CH2CH(Me)CH2 


0 


3 -HOPr 
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7able 2 fr^pt- ) 



Cpd. 



No. 


r1 


iv 


B 


ill 


r5 

x> 


2-279 


* Jr 




CH CH(Me)CH 


0 




2-280 








n 
u 


Z - flwISU 


2-281 






PW PH^Me^CH 

Im>I12 wxl \ ITICS / 2 


A 

u 




2-282 






^ PW ) 


n 


^ £lwJ!iU 


2-283 


Pvr* 




^PH ) 


n 

U 




2-284 




Wax 


(CH ) 


0 




2-285 


Pvr 




(CH ) 


n 

w 




2-286 


Pvr 




(CH ) 


fl 

w 




2-287 


Pvr 


CH=CH 


(CH ) 


0 

\J 




2-288 


Pvr 


CH=CH 

>^xx~ wxx 


(CH ) 


0 




2-289 


Pvr 


CHasCH 


(CH ) 
^ 2' 5 


n 
\j 




2-290 


Pvr 




(CH ) 


0 


^ xxwU ^ 


2-291 


Pvr 


CH=CH 


(CH ) 
^ 2' 6 


0 

w 




2-292 


Pvr 


CH=CH 


(CH ) 


0 


2 - HOPr 


2-293 


Pvr 


CH«CH 


(CH ) 


0 


2-ArOPr 


2-294 


Pvr 


CH=CH 


(CH ) 
^ 2^ 6 


0 




2-295 


Pvr 


CH-CH 


(CH ) 


0 


■ 3-AcOPr 


2-296 


Pvr 


CH=CH 


(CH ) 
^ 2' 6 


0 


2-AcOBu 


2-297 


^2 


CH=CH 


CH 
^n2 


0 




2-298 


NMe^ 
2 


CH=CH 


CH^ 
2 


■ 0 


2-AcOEt 


2-299 


2 


CH=CH 


CH^ 
2 


0 


2-PrnOEt 


2-300 


NMe2 


CH-CH 


CH2 


0 


2- (3-HOOC.PrnO)Et 


2-301 


Niyie2 


CH=CH 


CH2 


0 


2- (3-Mec.PrnO)Et 


2-302 


NMe2 


CH=CH 


C«2 


0 


2-BozOEt 


2-303 


NMe2 


CH=CH 


CH2 


0 


2- (£HxCOO)Et 


2-304 


NMe2 


CH=CH 


CH2 


0 


2-HOPr 


2-305 


NMe2 


CH=CH 


CH2 


0 


2-(£HxC00)Pr 


2-306 


NMe2 


CH-CH 


^"2 


0 


3-HOPr 
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s 


Cpd. 














No. 




A 


B 


m 




10 


2-307 


NMe2 


CH-CH 


CH2 


0 


3-AcOPr 




":2-308 


NMe^ 


CH-CH 


CH2 


0 


2-HOBu 


1S 


2-309 


NMe2 


CH-CH 


CH, 


0 


2 -AcOBu 




2-310 


NMe, 


CH=CH 


CH2CH2 


0 


2-HOEt 




2-311 




CH-CH 


CH2CH2 


0 


2-AcOEt 


20 


2-312 
2-313 


NMe2 
NMej 


CH=CH 
CH=CH 


CH2CH2 
CH2CH2 


0 
0 


3-HOPr 
3-AcOPr 




2-314 


NMe^ 


CH=CH 


(CH2)3 


0 


2-HOEt 




2-315 


NMe^ 


CHbCH 


(CH2)3 


0 


2 -AcOEt 


25 


2-316 


NMe^ 


CH=CH 


{CH2)3 


0 


2-PrnOEt 




2-317 


NMe2 


CHoCH 


(CH2)3 


0 


2- (3-HOOC.PmO) Et 




2-318 


NMe2 


CH=CH 


(CH ) 


0 


2-BozOEt 


30 


2-319 


NMe, 


CH=CH 


(CH ) 


0 


2- (£HxCOO)Et 




2-320 


NMe, 


CH-CH 


(CH2)3 


0 


2- (£PnCCX))Pr 




2-321 


NMe2 


CH-CH 


(CH2)3 


0 . 


2- {£HxCOO)Pr 




2-322 


NMe2 


CH-CH 


{CH2)3 


0 


3-HOPr 


35 


2-323 


NMe2 


CH-CH 


(CH2)3 


0 


3-AcOPr 




2-324 


NMej 


CH-CH 


(CH2)3 


0 


2 -HOBu 




2-325 


NMe2 


CH-CH 


(CH2)3 


0 


2 -AcOBu 


AO 


2-326 


NMe2 


CH-CH 


(CH ) 


0 


2-HOEt 




2-327 


NMe2 


CH-CH 


(CH ) 

did * 


0 


2 -AcOEt 




2-328 


NMe2 


CH-CH 


(CH2)4 


0 


3-HOPr 


45 


2-329 
2-330 


NMe2 
NMe2 


CH-CH 
CH-CH 


(CH2)4 
(CH2)^ 


0 
0 


3-AcOPr 
2 -AcOBu 




2-331 


NMe2 


CH-CH 


CH2CH(Me)CH2 


0 


2-HOEt 




2-332 


NMe2 


CH-CH 


CH2CH(Me)CH2 


0 


2 -AcOEt 


SO 


2-333 


NMe2 


CH-CH 


CH2CH(Me)CH2 


0 


2-HOPr 




2-334 


NMej 


CH-CH 


CH2CH(Me)CH2 


0 


2-AcOPr 
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Table 2 ^rrrr.) 



Cpd. 
No. 


r1 


A 


B 


m 


r5 


2-335 


2 


CH=CH 


CH2CH(Me)CH2 


0 


3-AcOPr 


2-336 


NMe^ 
2 


CH=CH 


CH2CH(Me)CH2 


0 


2 - AcOBu 


2-337 


NMe^ 
2 


CH=CH 


(CH^) ^ 
2 5 


0 


2-HOEt 


2-338 


NMe. 
2 


CH=CH 


(CH^) ^ 
' 2' 5 


0 


2-AcOEt 


2-339 


NMe^ 
2 


CH=CH 


(CH2) 5 


0 


3-HOPr 


2-340 


z 


CH-CH 


(CH-)^ 
2 5 


0 


3-AcOPr 


2-341 


NMe^ 


CH-CH 


(CH^) ^ 
* 2 6 


0 


2 - HOEt 


2-342 


2 


CH=CH 


(CH^) ^ 
2 6 


0 


2-AcOEt 


2-343 


NMe- 
2 


CH=CH 


(CH-) ^ 
* 2' 6 


0 


3-HOPr 


2-344 


2 


CH=CH 


(CH^)^ 


0 


3-AcOPr 


2-345 


2 


CH=CH 


CH^ 
2 


0 


2-HOEt 


2-346 


2 


CH-CH 


CH^ 
2 


0 


2-AcOEt 


2-347 


NEt, 
2 


CH-CH 


CH^ 
2 


0 


2 - PrnOEt 


2-348 


2 


CH-CH 


CH_ 
2 


0 


2- (3-HOOC PmOiEt 


2-349 


NEt- 
2 


CH-CH 


CH^ 
2 


0 


2-BozOEt 


2-350 


2 


CH-CH 


CH^ 
2 


0 


2^ (cHxCOO) Et 


2-351 


2 


CH-CH 


CH^ 
2 


0 


3-HOPr 


2-352 


2 


CH=CH 


CH^ 
2 


0 


3-AcOPr 


2-353 


NEt- 
2 


CH-CH 


CH„ 
2 


0 


3- (3-H00C.Pi:ti0) Pr 


2-354 


NEt2 


CH-CH 


CH2 


0 


3-BozOPr 


2-355 


NEt2 


CH-CH 


CH2 


0 


3- (cHxCOO)Pr 


2-356 


NEt2 


CH-CH 


CH2 


0 


2 -AcOBu 


2-357 


NEt2 


CH-CH 


CH2CH2 


0 


2-HOEt 


2-358 


NEt2 


CH=CH 




0 


2-AcOEt 


2-359 


NEt2 


CH-CH 


CH2CH2 


0 


3-AcOPr 


2-360 


NEt2 


CH-CH 


CH2CH2 


0 


3-BozOPr 
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Table 2 (nr^j^f ) 



5 


Cpd. 












- 


No. 




A 


B 


m 




10 
















2-361 


NEt- 


CH=CH 


CH,CH- 


0 


2 -AcOBu 




2-362 


NEtj 


CH=CH 


(CH2)3 


0 


2-HOEt 


*5 


2-363 


NEtj 


CH-CH 


(CH2)3 


0 


2-AcOEt 




2-364 


NEtj 


CH=CH 


(CH2)3 


0 


3-HOPr 




2-365 


NBt2 


CH=CH 


(CH2)3 


0 


3-AcOPr 


20 


2-366 


NEtj 


CH-CH 


(CH2)3 


0 


2-AcOBu 


2-367 


NEtj 


CH-CH 


(CH2)^ 


0 


2-HOEt 




2-368 


NBtj 


CH-CH 


(CH2)4 


0 


2-AcOEt 




2-369 


NEt, 


CH-CH 


(CH2)4 


0 


3-HOPr 


25 


2-370 


NEtj 


CH-CH 


(CH2)4 


0 


3 -AcOPr 




2-371 


NEtj 


CH-CH 


(CH2)4 


0 


2-AcOBu 




2-372 


NEtj 


CH-CH 


CH2CH(Me)CH2 


0 


2-HOEt 


30 


2-373 
2-374 


NEt2 
NEtj 


CH-CH 
CH-CH 


CH2CH(Me)CH2 
CH2CH (Me) CH2 


0 
0 


2-AcOEt 
2-HOPr 




2-375 


NEt, 


CH-CH 


CH2CH(Me)CH2 


0 


2-AcOPr 




2-376 


NEt2 


CH=CH 


CH2CH(Me)CH2 


0 


3-HOPr 


35 


2-377 


NEt2 


CH-CH 


CH2CH (Me) CH2 


0 


3-AcOPr 




2-378 


NEt_ 


CH-CH 


(CH2)5 


0 


2-HOEt 




2-379 


NEt2 


CH-CH 


(CH2)5 


0 


2-AcOEt 


40 


2-380 


NEt2 


CH=CH 


(CH2)5 


0 


3-HOPr 




2-381 


NEt2 


CH-CH 


(CH2)5 


0 


3-AcOPr 




2-382 


NBt2 


CH-CH 


(CH2)5 


0 


2 -AcOBu 


45 


2-383 
2-384 


NEt2 
NEt2 


CH-CH 
CH-CH 


(CH2)6 
<^«2'6 


0 
0 


2-HOEt 
2 -AcOEt 




2-385 


NEtj 


CH-CH 


(HC2)g 


0 


3-HOPr 




2-386 


NEt2 


CH=CH 


<^«2^6 


0 


3 -AcOPr 


50 


2-387 


NEt2 


CH-CH 


<^«2)6 


0 


2 -AcOBu 




2-388 


Azi 


CH-CH 


^2 


0 


2 - AcOEt 
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Table 2 (c-nnh,) 



5 


Cpd. 
No. 


r1 


A 


B 


Si 


r5 


10 
















2-389 


Aze 


CH=CH 


"=«2 


0 


2 -AcOEt 




2-390 


Pip 


CH=CH 




1 


2-HOEt 


15 


2-391 


Pip 


CH-C3I 


CH2 


1 


2-AcOEt 




2-392 


Pip 


CH-CH 


CH2 


1 


2-PmOBt 




2-393 


Pip 


CH-CH 


CH2 


1 . 


2- {3-HOOC.PmO)Et 




2-394 


Pip 


CH=CH 


^2 


1 


2- (3-Mec.PrnO) Et 


20 


2-395 


Pip 


CH=CH 


^^2 


1 


2-BozOEt 




2-396 


Pip 


CH=CH 


CHj 


1 


2- (cHxCOO)Et 




2-397 


Pip 


CH=CH 


CH2 


1 


2-HOPr 


25 


2-398 


Pip 


CH=CH 


CH2 


1 


2-FoOPr 




2-399 


Pip 


CH=CH 


^«2 


1 


2-AcOPr 




2-400 


Pip 


CH=CH 


CH2 


1 


2- (3-HOOC.PmO)Pr 




2-401 


Pip 


CH=CH 


^«2 


1 


2- (fiHxCOO) Pr 


30 


2-402 


Pip 


CH=CH 


CH2 


1 


3-HOPr 




2-403 


Pip 


CH=CH 


^«2 


1 


3 -AcOPr 




2-404 


Pip 


CH=CH 


CH2 


1 


3- (3-HOOC.PrnO)Pr 


35 


2-405 


Pip 


CH=CH 


^«2 


1 


3-BO20Pr 




2-406 


Pip 


CH=CH 


CH2 


1 


3- (£HxC0O)Pr 




2-407 


Pip 


CH=CH 


^2 


1 


2-HOBu 


40 


2-408 


Pip 


CH-CH 


CH2 


1 


2-AcOBu 


2-409 


Pip 


CH=CH 


CH2CH2 


1 


2-HOEt 




2-410 


Pip 


CH=CH 




1 


2 -AcOEt 




2-411 


Pip 


CH=CH 


CH2CH2 


1 


2- (3-HOOC.PrnO)Et 


45 


2-412 


Pip 


CH=CH 


CH2CH2 


1 


2-B020Et 




2-413 


Pip 


CH=CH 


CH2CH2 


1 


2- (£HxCOO)Et 




2-414 


Pip 


CH=CH 


CH2CH2 


1 


3-HOPr 


50 


2-415 


Pip 


CH=CH 


CH2CH2 


1 


3 -AcOPr 




2-416 


Pip 


CH«CH 


CH2CH2 


1 


2-HOBu 
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Table 2 inr^r.^ | 



Cpd. 



No. 






B 


rn 

£Q 




2-417 


Pin 




CH CH 


X 


0 - 2Xr«nHi 1 


2-418 


PiD 


CH=CH 


(CH )^ 


1 
X 


2 - WORh 


2-419 


Pip 


CH=CH 


(CH ) 
^^2^3 


1 




2-420 


Pip 


CH=CH 


(CH^) ^ 


1 


2 - PrnnFi- 


2-421 


Pip 


CH=CH 


(CH^) ^ 


1 


2- (3-HOnP P-rnO^ 


2-422 


Pin 


CH=CH 


(CH ) 


1 




2-423 


Pip 


CH=CH 


ICR ) 


1 

X 




2-424 


Pip 


CH=CH 


(CH ) 


1 

X 


A ~ nvjirx 


2-425 


Pip 


CH=CH 


(CH 1 


X 


^ " ACUxrx 


2-426 


Pip 


CH=CH 


(CH ) 


1 

X 


A - V-3 *i^JIJV^ . xrxIlU/ Fx 


2-427 


Pip 


CH-CH 


(CH-.) 


1 


^ \ V£jrIlVi.»Wv.^/ irx 


2-428 


Pip 


CH=CH 


(CH^) ^ 
^ 2^3 


1 


^ \^XUVV»Va/w / XrX 


2-429 


Pip 


CH=CH 


(CH-.) 


1 


- wnp-r 

0 Xlwlrx 


2-430 


Pip 


CH«CH 


(CH^)^ 


1 


^ - AoOPt* 

•J x^WVi/JrX 


2-431 


Pip 


CH=CH 


(CH ) 


1 




2-432 


Pip 


CH=CH 


(CH-.) 


1 




2-433 


Pip 


CH=CH 


(CH ) 


X 




2-434 


Pip 


CH=CH 


(CH^) 


1 




2-435 


Pip 


CH=CH 


(CH^) 






2-436 


Pip 


CH=CH 


(CH ) 
2^ 


X 


2 - HDPr 


2-437 


Pip 


CH=CH 


(CH^) . 
2 4 


1 


2 -AcOPr 


2-438 


Pip 


CH=CH 


(CH^)^ 


1 


3-HOPr 


2-439 


Pip 


CH=CH 


{CH^)^ 


1 


3-AcOPr 


2-440 


Pip 


CH=CH 




1 


2-AcOBu 


2-441 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


2-HOEt 


2-442 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


2-AcOEt 


2-443 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


2-HOPr 


2-444 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


2-AcOPr 
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Table 2 ) 



Cpd. 



No. 




A 


B 


m 


r5 


2-445 


Pip 


CH-CH 


CH2CH(Me)CH2 


1 


3-AcOPr 


2-446 


Pip 


CH-CH 


CH2CH(Me)CH2 


1 


2-AcOBu 


2-447 


Pip 


CH=CH 


(CH2)5 


1 


2-HOEt 


2-448 


Pip 


CH=CH 


(CH2)5 


1 


2-AcOEt 


2-449 


Pip 


CH=CH 


(CH2)5 


1 


2-HOPr 


2-450 


Pip 


CH=CH 


(CH2)5 


1 


2-AcOPr 


2-451 


Pip 


CH=CH 


(CH2)5 


1 


3-HOPr 


2-452 


Pip 


CH=CH 


(CH2)5 


1 


3-AcOPr 


2-453 


Pip 


CH=CH 


(CH2)5 


1 


2-AcOBu 


2-454 


Pip 


CH=CH 


(CH2)6 


1 


2-HOEt 


2-455 


Pip 


CH=CH 


{CH2)6 


1 


2-AcOEt 


2-456 


Pip 


CH=CH 


(CH2)6 


1 


2-HOPr 


2-457 


Pip 


CH=CH 


(CH2)6 


1 


2-AcOPr 


2-458 


Pip 


C3I=CH 


(CH2)6 


1 


3-HOPr 


2-459 


Pip 


CH=CH 


(CH2)6 


1 


3-AcOPr 


2-460 


Pip 


CH=CH 


CH2 


2 


2-HOEt 


2-461 


Pip 


CH-CH 


^«2 


2 


2-AcOEt 


2-462 


Pip 


CH=CH 


CH2 


2 


2-PmOEt 


2-463 


Pip 


CH=CH 


^«2 


2 


2- (3-HOOC.PrnO)Et 


2-464 


Pip 


CH=:CH 


CH2 


2 


2-BozOEt 


2-465 


Pip 


CH=CH 


CH2 


2 


2- (cHxCOO)Et 


2-466 


Pip 


CH=CH 


CH2 


2 


3-HOPr 


2-467 


Pip 


CH=CH 


CHj 


2 


3-AcOPr 


2-468 


Pip 


CH-CH 


CH2 


2 


3- (3-HOOC.PrnO)Pr 


2-469 


Pip 


CH-CH 


CHg 


2 


3-BozOPr 


2-470 


Pip 


CH-CH 


CHj 


2 


3- (£HxC0O)Pr 


2-471 


Pip 


CH-CH 


CHj 


2 


2-AcOBu 


2-472 


Pip 


CH-CH 


CH2CH2 


2 


2-HOEt 
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Table 2 (nr.j.y ) 





Cpd. 
No. 


r1 




B 


in 


r5 


10 
















2-473 


Pin 


— v^n 


PH CH 
^^2 2 




^ - ACUeiC 




2-474 


Pin 




CH CH 
^^2 2 






15 


2-475 


Pin 


PM— PW 


PH PH 


jl 


O tJOZUFi 




2-476 




PH— PW 


PH PH 

^^2 2 




^ - ACUoU 




2-477 


Pin 


PW-PW 


fPH ^ 

V ^**2 ' 




^ -nUhC 


20 


2-478 


Pin 


PW— PU 




Z, 


^ -ACOEt 




2-479 


Pin 


CH=CH 


\ ^**2 ' 




IIVJ IrC^ 




2-480 


PiD 




fCH ) 




J - ACUrriT 




2-481 


Pin 


CH=CH 


(CH ) 3 
\ w**2 / 






25 


2-482 


Pip 


CH=CH 


(CH ) 4 




O - WnT7t- 




2-483 


PiD 

Br 


CH=CH 


(CH ) 4 
\ ^*'*2 








2-484 


PiD 


CH=CH 


fPH \ 4 
\ ^"2 ' 






30 


2-485 


PiD 


CH»CH 


(CH ) 4 
v^-^2 ' ^ 




J - ACwirt 


2-486 


Pip 


CH=CH 


(CH ) 4 




AW wis U 




2-487 


PiD 


CH=CH 


CH CH(Me)CH 
v***2 2 




*? - wnT?*- 




2-488 


Pip 


CH=CH 


CH CH(Me)CH 

w**2 






35 


2-489 


Pip 


CH=CH 


CH CH(MelCH 

2 * y N^n^ 








2-490 


Pip 


CE^CH 


CH CH(Mp)CH 








2-491 


Pip 


CH=CH 


CH CH(Me)CH 






40 


2-492 


Pip 


CH=CH 


CH CH(Me)CH 

WAX \ »rA^ § ^^2 


o 






2-493 


Pip 


CH=CH 


(CH ) 




XlWX!i L. 




2-494 


Pip 


CH=CH 


(CH \ 
2 5 








2-495 


Pip 


CH=CH 




2 


3-HOPr 


45 


2-496 


Pip 


CH=CH 


(CH^)^ 


2 


3-AcOPr 




2-497 


Pip 


CH=CH 




2 


2-AcOBu 




2-498 


Pip 


CH=CH 




2 


2-HOEt 


50 


2-499 


Pip 


CH«CH 




2 


2-AcOEt 




2-500 


Pip 


CH=CH 




2 


3-HOPr 
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Table 2 



5 







R 


A 


B 




„5 
R 


10 
















2 - 501 


Pip 


CH=CH 




2 


3 -AcOPr 




2-502 


Pip 


CH=CH 




2 


2-AcOBu 


IK 
70 


2 - 503 


Pyr 


CH=CH 


CH2 


1 


2 -AcOEt 
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2-696 


Pip 


CH^CH^ 
2 2 


(CH_; 

2 


5 


0 


2- {£HxCOO)Bu 




2-697 


Pip 


CH^CH^ 
2 2 


2 


6 


0 


2-HOEt 


lO 


2-698 


Pip 


CH^CH^ 
2 2 


2 


6 


0 


2-AcOEt 




2-699 


Pip 


CH^CH^ 
2 2 


2 


6 


0 


2- (3-HOOC.PrnO)Et 




2-700 


Pip 


CH^CH^ 
2 2 


' 2 


6 


0 


2 - (fiHxCOO) Et 


20 


2-701 


Pip 


CH-^CH^ 


(CH-1 


6 


0 


2-HOPr 


2-702 


Pip 


CH^CH^ 
2 2 


(CH^] 
2 


6 


0 


2-AcOPr 




2-703 


Pip 


CH^CH^ 
2 2 


' 2 


6 


0 


2- (3-HOOC.PrnO) Pr 




2-704 


Pip 


CH^CH^ 
2 2 


(CH^) 
' 2 


6 


0 


2- (fiHxCOO) Pr 


25 


2-705 


Pip 


CH.,CH^ 
2 2 


2 


6 


0 


3-HOPr 




2-706 


Pip 


2 2 


(CH^J 
2 


6 


0 


3-AcOPr 




2-707 


Pip 


2 2 


(CH,) 
2 


6 


0 


3- {3-HOOC.PrnO)Pr 


30 


2-708 


Pip 


CH^CH, 
2 2 


(CH,) 
2 


6 


0 


3- (fiHxCOO)Pr 


2-709 


Pip 


2 2 


(CHo) 
2 


6 


0 


2-HOBu 




2-710 


Pip 


CH^CH- 
2 2 


(CH^) 
2 


6 


0 


2-AcOBu 




2-711 


Pip 


CH^CH^ 
2 2 


(CH^) 
2 


6 


0 


2- (3-HOOC.PrnO)Bu 


35 


2-712 


Pip 


CH^CH« 
2 2 


(CH^) 
' 2 


6 


0 


2-(cHxC00)Bu 




2-713 


Pyr 


CH^CH^ 
2 2 


CH^ 
2 


0 


2-HOEt 




2-714 


Pyr 


CH^CH^ 
2 2 


2 




0 


2-FoOEt 


40 


2-715 


Pyr 


CH^CH- 
2 2 


CH^ 
2 




0 


2-AcOEt 




2-716 


Pyr 


CHjCHj 


CH2 




0 


2-PmOEt 




2-717 


Pyr 


CH2CH2 


CH2 




0 


2- (3-HOOC.PrnO)Et 


45 


2-718 


Pyr 


CH2CH2 


CH2 




0 


2- {3-Mec.PrnO)Et 


2-719 


Pyr 


CH2CH2 


CH2. 




0 


2- (3-Etc.PrnO)Et 




2-720 


Pyr 


CH2CH2 


^«2 




0 


2-BozOEt 




2-721 


Pyr 


CH2CH2 


C«2 




0 


2- (cPnCOO)Et 


SO 


2-722 


Pyr 


CH2CH2 


CH2 




0 


2- (£HxCOO)Et 




2-723 


Pyr 


CH2CH2 


^»2 




0 


2-HOPr 
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Table 2 (n^rr ,) 



Cpd. 



No. 




A 

A 


0 


S! 


K 


5 


2- 


724 




PIT 

CH2CH2 


PW 
^^2 


n 
u 






2- 


725 


ryr 


PIT PU 

CH2CH2 


PW 

^"2 


A 






2- 


726 




pTT /ITT 

CH2CH2 


PW 


r\ 
U 






2- 


727 




''"2^ 2 


PW 

^"2 


n 

w 




- { r Hif Pnn \ Pr* 


2- 


728 




'-"2^"2 


CH 


0 


•a 


-WOPr 


2- 


729 


fyr 


PIJ piJ 
CH2CH2 


PW 


U 




• r OUirr 


2- 


730 


ir'yx. 




^"2 


n 
u 






2- 


731 


fyx. 


PU PM 


PH 
^"2 


A 


•a 


- /^-WOnP Pr^O\ Pr* 


2- 


732 


ir'yi: 


pTJ piJ 
^"2 ^"2 


PH 
CH2 


A 




- \ J -raec • irmu; ct 


2- 


733 


Fyr 


PM PW 

^^2 ^"2 


PW 


A 
U 




" cozuirr 


2- 


734 


Fyr 


PW PW 


PW 


n 
u 


•a 




2- 


735 




CH CH 
^"2 2 


CH 
^"2 


A 

\J 






2- 


736 




CH CH 
^"2 2 


CH 
^"2 


A 

\J 


2 




2- 


737 




CH CH 
^^2 2 


CH CH 
^"2 2 


A 
yj 


2 




2- 


738 


* jr 


CH CH 
^"2 2 


CH CH 


A 


2 


-AcOEt 


2- 


739 


PVT" 


PW PH 
^"2 2 


PW PW 


A 
\J 


2 




2- 


740 


PVIT 


CH CH 
^"2 2 


CH CH 
^"2 2 


A 
w 


2 


- (3 -Mec PrnOl Et 


2- 


741 


PVT" 


CH CH 


CH CH 


0 


2 




2- 


742 




CH^CH^ 


CH CH 
^"2 2 


0 


2 


- (cPnCOO) Et 


2- 


743 


Pvr 

*r jr J- 


CH^CH^ 
2 2 


CH CH 
^"2 2 


0 


2 


- (cHxCOO) Et 


2- 


744 


Pyr 


CH^CH^ 
2 2 


CH^CH^ 
2 2 


0 


2 


-HOPr 


2- 


745 


Pyr 


CH2CH2 


CH2CH2 


0 


2 


-AcOPr 


2- 


746 


Pyr 


CH2CH2 


CH2CH2 


0 


2 


- {3-HOOC.PniO)Pr 


2- 


747 


Pyr 


CH2CH2 


CH2CH2 


0 


2 


- (cHxCOO) Pr 


2- 


748 


Pyr 


CH2CH2 


CH2CH2 


0 


3 


-HOPr 


2- 


749 


Pyr 


CH2CH2 


CH2CH2 


0 


3 


-AcOPr 


2- 


750 


Pyr 


CH2CH2 


CH2CH2 


0 


3 


- (cHxCOO) Pr 


2- 


751 


Pyr 


CH2CH2 


CH2CH2 


0 


2 


-HOBu 
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Table 2 fnr^r,«- ) 



Cpd, 












No. 




A 


B 


Itl 




2-752 


Pvr 


CH^CH^ 


CH CH 
2 2 


0 


2 - Ar'ORii 


2-753 




CH-.CH^ 


(CH ) 


0 




2-754 




CH 

^"2 2 


(CH ) 


0 




2-755 


PVIT 


CH CH^ 


(CH^) 


0 


2 - PrnnRf 


2-756 


Pvr 


CH CH 
^^2 2 


(CH ) 


0 




2-757 


Pvr 


CH CH 
^^2 2 


(CH ) 
^ 2' 3 


0 




2-758 


Pvr 


CH^CH 
^"2 2 


(CH ) 
^^^^2^3 


0 


2 - (cPnCOO) Et" 


2-759 


Pvr 


CH CH 
^22 


(CH ) 
^ 2^3 


0 




2-760 


Pvr 


CH CH 


(CH ) 


0 




2-761 


Pvr 


CH CH 
^"2 2 


(CH ^ 


n 




2-762 


Pvr 


CH CH 
^"2 2 


(CH ) 
^^^2^3 


n 




2-763 


Pvr 


CH^CH^ 
^"2 2 


(CH ) 


0 


3 - HOPr 


2-764 


Pvr 


CH«CH^ 


(CH ) 


0 


3 - AcOPr 


2-765 


Pvr 


CH^CH-. 


(CH ) 


0 


3 - ( 3 - HOOP PrnO \ Pr 


2-766 


Pvr 


CH^CH^ 
^"2 2 


(CH^) 


0 


2 - HOBu 


2-767 


Pvr 


CH^CH^ 
2 2 


(CH^) « 


0 


2 -AcOBu 


2-768 


Pyr 


CH^CH^ 
2 2 


(CH^) . 


0 


2 - HOEt 


2-769 


Pvr 


CH^CH^ 
2 2 


(CH ) 


0 


2 - AcOEt 


2-770 


Pyr 


CH^CH^ 
2 2 


(CH^) . 


0 


2-(3-HOOC PrnOEt 


2-771 


Pyr 


CH^CH^ 
^ *2 2 


(CH ) 


0 


2 - (cHxCOO) Et 


2-772 


Pvr 


CH^CH^ 
^"2 2 


(CH ) 


0 


2 -HOPr 


2-773 


Pyr 


CH2CH2 


(CH^). 
2 4 


0 


2-AcOPr 


2-774 


Pyr 


CH2CH2 


(CH^)^ 


0 


3 -HOPr 


2-775 


Pyr 


CH2CH2 


(CH^)^ 


0 


3-AcOPr 


2-776 


Pyr 


CH2CH2 




0 


2 -HOBu 


2-777 


Pyr 


CH2CH2 


(CH^)^ 


0 


2-AcOBu 


2-778 


Pyr 


CH2CH2 


CH2CH(Me) 


0 


2 -HOEt 


2-779 


Pyr 


^^2 ^^2 


CH2CH(Me)CH2 


0 


2 -AcOEt 
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Table 2 ,) 



5 





Cpd. 














No. 




A 


B 


m 




10 














2-780 


Pyr 


CH^CH, 
2 2 


CH2CH(Me)CH2 


0 


2-HOPr 




2-781 


Pyr 


CH-CH, 
2 2 


CH,CH(Me)CH, 


0 


2-AcOPr 


IS 


2 - 782 


Pyr 


CH^CH^ 
2 2 


CH-,CH (Me)CH, 


0 


3-HOPr 




2-783 


Pyr 


CH^CH, 
2 2 


CH-CH (Me)CH_ 


0 


3-AcOPr 




2-784 


Pyr 




CH-,CH(Me)CH_ 


0 


2-HOBu 


20 


2-785 


Pyr 


CH^CH- 


CH„CH(Me)CH- 


0 


2-AcOBu 


2-786 


Pyr 


CH,CH_ 


(CH ) 


0 


2-HOEt 




2-787 


Pyr 


CH-CH_ 


(CH2)5 


0 


2-AcOEt 




2-788 


Pyr 


CH2CH2 


(CH ) 


0 


2-HOPr 


25 


2-789 


Pyr 


CH2CH2 . 


(CH,)- 


0 


2-AcOPr 




2-790 


Pyr 


CH-CH- 


(CH ) 


0 


2-(£HxC0O)Pr 




2-791 


Pyr 


CHjCHj 


(CH2)5 


0 


3-HOPr 


30 


2-792 


Pyr 


CH2CH2 


(CH2)5 


0 


3 -AcOPr 


2-793 


Pyr 


CH2CH2 


(CH ) 


0 


2 -AcOBu 




2-794 


Pyr 


CH_CH- 


(CH,)^ 
2 6 


0 


2-HOEt 




2-795 


Pyr 


CH„CH„ 


(CH„)^ 


0 


2-AcOEt 


35 


2-796 


Pyr 


CH^CH^ 


(CH,)^ 


0 


2-HOPr 




2-797 


Pyr 


CH2CH2 




0 


2 -AcOPr 




2-798 


Pyr 


CH2CH2 




0 


3-HOPr 


40 


2-799 


Pyr 


CH2CH2 


(CH,)^ 


0 


3 -AcOPr 


2-800 


Pyr 


CH2CH2 




0 


2-AcOBu 




2-801 


NMe2 


CH2CH2 


CH2 


0 


2-HOEt 




2-802 


NMGj 


CH2CH2 


CHj 


0 


2-AcOEt 


45 


2-803 


NMe^ 


CH2CH2 


CH2 


0 


2-PmOEt 




2-804 


NMe2 


CH2CH2 


CH2 


0 


2- (3-H00C.PrnO)Et 




2-805 


NMGj 


CH2CH2 


CH2 


0 


2- (3-Mec.PrnO)Et 




2-806 


NMBj 


CH2CH2 


'=«2 


0 


2 -BozOEt 


SO 


2-807 


NMe2 


CH2CH2 


C«2 


0 


2- (£HxCOO)Et 
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Table 2 (r-nnt- , ) 



5 





upci . 














IMO • 


R 


A 


B 


m 


R 


10 
















2 - 808 




CH2CH2 


CH2 


0 


2 - HOPr 




o o n Q 




CH^CH^ 


CH2 


0 


2- (cHxCOO) Pr 


15 


2 - 810 


NMe2 


CH2CH2 


CH2 


0 


3 -HOPr 




2 - 811 


NMe2 


CH2CH2 


CH2 


0 


3-AcOPr 




2-812 


NMe2 




CH2 


0 


2-HOBu 


20 


O Oil 

2 - 81 J 
^ - 814 


NMe2 


CH2CH2 

CH2CH2 


CH2 

CH2CH2 


0 
0 


2 - AcOBu 
2-HOEt 




O QIC 

^ - 815 




CH2CH2 


CH2CH2 


0 


2 - AcOEt 




2-816 


2 


CH2CH2 


CH2CH2 


0 


3 -HOPr 


25 


2-817 


NMej 


CH2CH2 


CH2CH2 


0 


3 - AcOPr 




O . Q -1 Q 


NMej 


CH2CH2 


(0312)3 


0 


2 - HOEt 






Mine 2 


CH2CH2 


<™2'3 


0 


2-AcOEt 


30 


O O O A 

2 - o2U 


NmB2 


CH2CH2 


(CH2)3 


0 


2 - PmOEt 


2 o21 




CH2CH2 


(012)3 


0 


2- (3-HOOC.PrnO)Et 




O Q 1 O 

Z - oZZ 


NMe2 


/"ITT 

CH2CH2 


(CH2)3 


0 


2-BozOEt 


35 


O Q O O 

Z - oZ6 
Z " o24 




/^TT /^TT 

CH2CH2 

CH2CH2 


(CH2)3 
(CH2)3 


0 
0 


2- (cHxCOO) Et 
2- (cPnCOO) Pr 




O Q O C 


JVMe2 


CH2CH2 


(CH2)3 


0 


2- (i^HxCOO) Pr 




Z - oZb 


NMe2 


/-ITT /"ITT 

CH2CH2 


(CH2)3 


0 


3 -HOPr 


40 




i>IMC2 


CH2CH2 


<C«2^3 


0 


3-AcOPr 




Z oZa 


lMMe2 


CH2CH2 


(CH2)3 


0 


2-HOBu 




2-829 


i>iije2 


CH CH 
^^2 2 


f CH ) 
2 3 


yJ 






2-830 


NMe2 


CH2CH2 




0 


2-HOEt 


45 


2-831 


NMe2 


CH2CH2 




0 


2-AcOEt 




2-832 


NMe2 


CH2CH2 


(012)4 


0 


3 -HOPr 




2-833 


NMe2 


CH2CH2 


(CH2)4 


0 


3-AcOPr 


50 


2-834 


NMej 


CH2CH2 




0 


2-AcOBu 




2-835 




CH2CH2 


CH2CH(Me)CH2 


0 


2-HOEt 
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Table 2 (o^r^H ) 





Cpd. 
No. 


r1 


A 


B 


m 


r5 


10 
















2-836 




CH^CH^ 
^^2 2 


CH_CH(Me) CH 


0 


2 -AcOEt 




2-837 


NMe^ 
2 


^22 


CHaCH (Me) CH 
^**2 w4*2 


0 


2-HOPr 


TO 


2-838 


NMe^ 
2 


CH^CH-. 
^"2 2 


CH^CH(Me) CH 
^**2 \*c*w/ ^^^2 


0 


^ It i. 




2-839 


NMe^ 
2 


CH^CH^ 


CH«CH(Me)CH 
^***2^*** ^■^«A2 


0 


3-AnOPY" 




2-840 


NMe^ 
2 


CH^CH^ 
^22 


CH-.CH( Me) CH 


0 




20 


2-841 


NMe2 


^22 


(CH«) 
^ 2^5 


0 






2-842 


NMe^ 


CH^CH^ 


(CH,)_ 
2 5 


0 


2-AcOPr 




2-843 


NMej 


CH^CH^ 
^22 


(CH^) 
2' 5 


0 






2-844 


2 


CH^CH^ 
2 2 


2' 5 


0 


3 - AcOPir 


25 


2-845 


NMe^ 
2 


CH^CH^ 
2 2 


(CH«) ^ 
2 6 


0 


2-HOEt 




2-846 


2 


CH^CH^ 
2 2 


(CH^) ^ 
2 6 


0 


2-AcOEt 




2-847 


2 


CH^CH^ 
2 2 


(CH^)^ 
2 6 


0 


3 -HOPr 


30 


2-848 


2 


CH^CH^ 
2 2 


(CH^) ^ 
^ 2' 6 


0 


3 - AcOPr 


2-849 


Azi 


CH^CH^ 
2 2 


^"2 


0 


2-AcOEt 




2-850 


Aze 


CH^CH^ 
2 2 


2 


0 


2-AcOEt 




2-851 


Pip 


(CH^)o 
2 3 


2 


0 


CH^OH 
2 


35 


2-852 


Pip 


{CH2) 3 


^"2 


0 


2-HOEt 




2-853 


Pip 


^^"2^3 


CH^ 
2 


0 


2-FoOEt 




2-854 


Pip 


(^2)3 


2 


0 


2 -AcOEt 


40 


2-855 


Pip 


(CH^)^ 


2 


0 


2 - PrnOEt 


2-856 


Pip 


(^2)3 


CH2 


0 


2-ByrOEt 




2-857 


Pip 


(CH2)3 


CH2 


0 


2-iByrOEt 




2-858 


Pip 


(^2)3 


™2 


0 


2-ValOEt 


4S 


2-859 


Pip 


(^2)3 


CH2 


0 


2-iValOEt 




2-860 


Pip 


(^2)3 


CHj 


0 


2- (PhAcOEt 




2-861 


Pip 


(CH2)3 


C«2 


0 


2- (HOOC.AcO)Et 



50 
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Table 2 (cr.r^Y,) 



Cpd. 



No 


Xv, 


TV 

A 




D 




R 


Z " O OZ 




(CHj 


' 3 


CHj 


0 


2 - ( 3 - HOOC . PrnO) Et 


O - QCl 
Z ~ OO J 




(CH2 


^ 3 


r*u 
CHj 


0 


2- (3-Mec.PrnO) Et 


O OCA 


irip 


(CH2 


* 3 


CH2 


0 


2 - { 3 - Etc . PmO) Et 


o . Q <r c 




(CH2 


^3 


CH2 


0 


2 - ( 3 - Pre . PmO) Et 


Z ~ OO O 


i'lp 


(CH2 


* 3 


CH2 


0 


2 - ( 3 - PxlC • PmO) Et 


O « OCT 


Fxp 


(CH2 


'3 


CH2 


0 


2- [3- i4-MePncO) PmO] Et 


O . Q CO 
z - OOO 


Fip 




'3 


™2 


0 


2-13- PnPrno ) Et 






*™2' 


'3 


PIT 


U 


2-^3- PxlPimO; Et 


Z - O / U 


Pip 




*3 




0 


2 -BOZOEt 


9 - fl'TI 
4b ~ O / X 


fip 




*3 


CHj 


0 


2- (4-MeBOZU;£t 


9 - ft 79 


Fip 


(CH2] 


*3 


r»ii 
CHj 


n 
U 




9 - ft T*^ 


Pip 


(CH2] 


*3 


CH2 


0 


2- (4-FBOZO)Et 


9 - ft 


Fip 


(CH2] 


3 




U 


2- l4-ClBOZO)Bt 


9 - ft7^ 


Fip 


(CH2] 


3 




U 


^ " l^PlTLvJU) BC 


9 - fl7^^ 

^ O / D 


f IP 




3 




U 


Z - ^^BUHJU; Bu 


9 - fl77 

4b Off 


Dt 


(CH2J 


3 


PU 

CH2 


U 


• icvncvju) Bl. 


9 - ft7ft 


fip 


(CH2] 


3 


CH2 


r\ 
U 


Z - v^nXi^UU; BC 


9 - fl7Q 






3 


^2 


u 




9 - ftftn 

4^ o o 






3 


PW 

CH2 


u 




2-881 


Pin 




3 


CH2 


a 
\j 




2-882 


Pip 


(CH-) 


3 


CH„ 


0 


2 - PrnOPr 


2-883 


Pip 


(CH2) 


3 


CH2 


0 


2- (3 -HOOC. PmO) Pr 


2-884 


Pip 


(CH2) 


3 


C«2 


0 


2- (3-Mec,PmO)Pr 


2-885 


Pip 


(CHj) 


3 


CH2 


0 


2- (3-Etc.PmO)Pr 


2-886 


Pip 


(CH2) 


3 


^2 


0 


2- (3-Phc.PmO)Et 


2-887 


Pip 


(CH2) 


3 




0 


2- [3- (4-MePhcO)PmO]Et 


2-888 


Pip 


(CH2) 


3 


CH2 


0 


2- (PhAcO)Pr 


2-889 


Pip 


(CH2) 


3 


C«2 


0 


2-BozOPr 
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Table 2 (rnn^ ) 



5 

Cpd. 





No. 




A 




B 




r5 


10 


2-890 


Pip 


(CH^ 


' 3 


CH^ 
2 


0 


2 - (fiPnCOO) Pr 




2-891 


Pip 


(CH^ 
2 


3 


2 


0 


2 - (fiHxCOO) Pr 


15 


2-892 


Pip 


(CH^ 
2 


3 


CH^ 
2 


0 


3-HOPr 




2-893 


Pip 


(CH^^ 
2 


3 


CH- 
2 


0 


3-PoOPr 




2-894 


Pip 


(CH^ 
2 


3 


CH« 
2 


0 


3-AcOPr 




2-895 


Pip 


(CH^. 
2 


3 


2 


0 


3 - PrnOPr 


20 


2-896 


Pip 


2 


3 


CH- 
2 


0 


3- (3 -HOOC. PrnOPr 




2-897 


Pip 


2' 


3 


CH» 
2 


0 


3- (3-Mec.PmO) Pr 




2-898 


Pip 


(CH^] 
2 


3 


CH„ 
2 


0 


3- (3-Etc.PmO) Pr 


25 


2-899 


Pip 


(CH^l 
2 


3 


CH^ 
2 


0 


3-BozOPr 




2-900 


Pip 


(CH^] 
2 


3 


CH- 
2 


0 


3- (fiPnCOO) Pr 




2-901 


Pip 


(CH^] 
2 


3 


CH- 
2 


0 


3- (£HxCOO)Pr 


30 


2-902 


Pip 


2 


3 


CH, 
2 


0 


2-HOBu 


2-903 


Pip 


2 


3 


CH- 
2 


0 


2-AcOBu 




2-904 


Pip 


2 


)2 


CH- 
2 


0 


2- (3-HOOC.PmO)Bu 




2-905 


Pip 


2 


3 


CH- 
2 


0 


2-BozOBu 


35 


2-906 


Pip 


(CH^] 
2 


3 


CH- 
2 


0 


2- (CHXCOO)BU 




2-907 


Pip 


(CH^] 
2 


3 


CH-CH- 
2 2 


0 


2-HOEt 




2-908 


Pip 


(CH^] 
2 


3 


CH_CH- 
2 2 


0 


2-FoOEt 


40 


2-909 


Pip 


(CH^] 
2 


3 


CH-CH_ 
2 2 


0 


2-AcOEt 




2-910 


Pip 


(CH2) 




CH2CH2 


0 


2-PrnOEt 




2-911 


Pip 


(CH^) 


3 


CH2CH2 


0 


2-ValOEt 




2-912 


Pip 


(CH^) 


3 


CH2CH2 


0 


2- (PhAcO)Et 


45 


2-913 


Pip 


(CH2) 


3 


CH2CH2 


0 


2- (3-HOOC.PrnO)Et 




2-914 


Pip 


(CH2) 


3 


CH2CH2 


0 


2- (3-Mec.PmO)Et 




2-915 


Pip 


(CH^) 


3 


CH2CH2 


0 


2- {3-Etc.PmO)Et 


50 


2-916 


Pip 


(CH^) 


3 


CH2CH2 


0 


2- (3-PhPrnO)Et 




2-917 


Pip 


(CH^) 


3 


CH2CH2 


0 


2-BozOEt 
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Table 2 f.pr.rH; ^ ) 



Cpd. 





NO. 


r1 


A 


B 


!D 


r5 


2 


-918 


Pin 




^"2 2 


U 


0 / ^ Kif A Q ^ \ TTI ^ 

- v^-MeB020)Et 


2 


-919 


Pip 




PH PH 
^"2 2 


U 


z- V^-ro020JEt 


2 


-920 


PiD 




PW PH 


U 


-i- v4-C±BOZ0)Et 


2 


-921 


PiD 


(CH ) 
2 3 


PH PH 


A 
U 


^ - v£irrLOO) Et 


2 


-922 


Pip 


(CH^) ^ 
^ 2' 3 


CH CH 
. ^"2 2 


0 




2 


-923 


Pip 


(CH^) 
^ 2^3 


CH CH 
^^2 2 


n 




2 


-924 


Pip 


(CH ) 


PH PH 
^"2 ^"2 


n 
u 


^ vCnXLOO; EC 


2 


-925 


Pip 


(CH^) 
^ 2^3 


CH PH 
^"2 2 


n 

w 




2 


-926 


Pio 


(CH^) 


PH PH 
^"2 2 


u 


0 _ I?/-\AT3 v» 


2 


-927 


PiD 


(CH ) 


PH PH 


n 
U 




2 


-928 


Pip 


(CH ) 


PH PH 
^"2 


u 


^ ir j-IlUr' jT 


2 


-929 


Pip 


(CH^) 
^^2^3 


CH CH 


A 

u 


^ • V ^ ilUUU . irj. nU ; PJT 


2- 


-930 


Pip 


(CH^) 
^ 2' 3 


CH2CH 


0 




2- 


-931 


PiD 


(CH ) 
^ 2^3 


CH2PH 

A v^f*2 


A 
U 




2- 


-932 


Pip 


(CH^) ^ 
2 3 


CH2CH 

WAA A ^2 


0 

V/ 




2- 


-933 


Pip 


(CH^) ^ 
2 3 


CH2CH 


0 


5 - ^ nHvPOn^ Dr- 


2- 


•934 


Pip 


2 3 


CH CH 
*-"2 2 


A 
V/ 




2- 


•935 


PiD 


(CH ) 


CH CH 
^"2 2 


n 
u 


J " ACUiri 


2- 


936 


Pip 


(CH^) ^ 
2 3 


CH CH 
^"2 2 


n 


J It J. Ii\JJcri. 


2- 


937 


Pip 


(CH^) 
^ 2^3 


CH CH 
^"2 2 


n 




2- 


938 


Pip 


(CH2)3 


CH^CH^ 
2 2 


0 


3 -BozOPr 


2- 


939 


Pip 


(CH2)3 


CH2CH2 


0 


3- (cPnCOO) Pr 


2- 


940 


Pip 


(CH2)3 


CH2CH2 


0 


3- (cHxCOO)Pr 


2- 


941 


Pip 


(CH2)3 


CH2CH2 


0 


2-HOBu 


2- 


942 


Pip 


(CH2)3 


CH2CH2 


0 


2-AcOBu 


2- 


943 


Pip 


(CH2)3 


CH2CH2 


0 


2- (3-HOOC.PrnO)Bu 


2- 


944 


Pip 


(CH2)3 


CH2CH2 


0 


2-BozOBu 


2- 


945 


Pip 


(CH2)3 


CH2CH2 


0 


2- (cHxCOO)Bu 
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Table 2 ^n^^v,) 



5 





v^pa . 

NO • 


R 


A 


B 




,,5 
R 


10 
















2-946 


Pip 


(CH2)3 


{CH2)3 


0 


2-HOEt 




2-947 


Pip 




<™2^3 


0 


2-FoOEt 


15 


2-948 


Pip 




(CH2)3 


0 


2-AcOEt 




2-949 


Pip 


(CH2)3 


(CH2)3 


0 


2 - PrnOEt 




2-950 


Pip 


{CH2)3 


(CH2)3 


0 


2-ByrOEt 


20 


2-951 


Pip 


(CH2)3 


(CH2)3 


0 


2-iByrOEt 




2-952 


Pip 


(CH2)3 


(CH2)3 


0 


2-ValOEt 




2-953 


Pip 


{CH2)3 


(CH2)3 


0 


2- (3 -HOOC. PrnOEt 




2-954 


Pip 


(CH2)3 


(CH2)3 


0 


2- ( 3 -Mec. PrnOEt 


25 


O ft c c 

2-955 


Pip 


{CH2)3 


(CH2)3 


0 


2- (3 -Etc. PrnOEt 




2-956 


Pip 


(CH2)3 


(CH2)3 


0 


2- (PhAcO)Bt 




o Oct 

2 - 957 


Pip 


(CH2)3 


(CH2) 3 


0 


2-BozOEt 


30 




Pip 




(CH2) 3 


0 


2- (4-MeBozO)Et 


2 - 959 


Pip 


(CH2)3 


(012)3 


0 


2- (4-MeOBozO)Et 




2-960 


Pip 


(CH2)3 


(CH2)3 


0 


2- (4-FBozO)Et 




2-961 


Pip 


(CH2)3 


(012)3 


0 


2- (4-ClBozO)Bt 


35 


2-962 


Pip 


(CH2)3 


(CH2)3 


0 


2- (fiPrCOOEt 




2-9 63 


Pip 


(CH2)3 


(CH2)3 


0 


2- (fiBuCOOEt 




2-9 64 


Pip 


(CH2)3 


(CH2)3 


0 


2-(£PnC00)Et 


40 


2-965 


Pip 


(CH2)3 


(CH2)3 


0 


2- (cHxCOO)Et 




^ - 27 OD 


Pip 




(CH2)3 


0 


2 -HOPr 




2-967 




(CM ) 




u 


z - Acupr 




2-968 


Pip 






. 0 


2 - PrnOPr 


45 


2-969 


Pip 


(CH2)3 


(^2)3 


0 


2- (3-HOOC.PrnO)Pr 




2-970 


Pip 


{^2)3 


(^2)3 


0 


2- {3-Etc-PmO) Pr 




2-971 


Pip 


(CH2)3 


{^2)3 


0 


2-BozOPr 


50 


2-972 


Pip 


(CH2)3 


(^2)3 


0 


2- (£HxCOO)Pr 




2-973 


Pip 


(CH2)3 


(CH2)3 


0 


3 -HOPr 



55 

100 

I 
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Table 2 (r^^nr,) 



Cpd. 
No. 


Xv 


7\ 

A 


13 


m 


R 


2-974 




(CH2)3 


^^"2' 3 


0 


3-AcOPr 


2-975 


Pi ri 


(CH2)3 


(^2)3 


0 


3 - { 3 - HOOC . PrnO) Pr 




Pt k\ 


(CH2)3 


(^2)3 


0 


3- (3-Mec.PrnO)Pr 




Pin 


^^"2' 3 


(CH2)3 


0 


3-Bo20Pr 


9 - Q7fi 


f ip 


(CH2)3 


(CH2)3 


0 


3- (sHxCOO) Pr 


O .0*70 


PS n 
Fip 


{CH2)3 


(CH2)3 


0 


2-HOBu 


^ 27 O U 


Pi x\ 

fxp 


^^"2^3 


(^2)3 


0 


2-AcOBu 


^ 27 O X 


Pi r% 

f xp 


^^"2' 3 


(^2)3 


0 


2- (3-HOOC,PrnO)Bu 


2 - 9fl9 


Pi 


^^"2' 3 


(CH2)3 


0 


2-BozOBu 


2-983 


Pin 
fip 


^^2^3 


(^2)3 


0 


2- (fiHxCOO) Bu 


2 - 9fl4 

^ O "X 


Pi n 


(012)3 


(CH2)4 


0 


2-HOEt 


2-985 


Pi n 






0 


2 - FoOEt 


2-996 


Pi n 


(012)3 


(CH2)4 


0 


2-AcOEt 


2-987 


Pi 

±^xp 


(CH2)3 


(^2)4 


0 


2 - PrnOEt 


2-988 


Pin 




^PW \ 


u 


2- (3 -HOOC. PrnO) Et 


2-989 


Pi n 
rip 


(CH2)3 


(012)4 


0 


2- (3-Mec.PrnO)Et 


2-990 


Pin 


^'-"2' 3 




0 


2 -BozOEt 


2-991 


Pt n 
rip 


(CH2)3 


^ pu ^ 

(^2)4 


0 


2 - (cHxCOO) Et 


2-992 


Pin 
np 




(^2)4 


0 


2-HOPr 


2-993 


Pin 




I PW \ 


0 


0 TV — 

2-AcOPr 


2-994 


Pin 


^^"2^3 


/ PU \ 


0 


2 - ( 3 - HOOC • PrnO) Pr 


2-995 


Pip 


^^^2^3 


(CH ) 
* 2 4 


n 

w 




2-996 


Pip 


(^2)3 


(CH2)4 


0 


2-(£HxC00)Pr 


2-997 


Pip 


(CH2)3 


{CH2)4 


0 


3-HOPr 


2-998 


Pip 


(CH2)3 


(CH2)4 


0 


3 -AcOPr 


2-999 


Pip 


(CH2)3 


(CH2)4 


0 


3- (3 -HOOC. PrnO) Pr 


2-1000 


Pip 


(CH2)3 


(CH2)4 


0 


3-BozOPr 


2-1001 


Pip 


(CH2)3 


<^«2U 


0 


3 - (fiHxCOO) Pr 
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Table 2 f^^r^«^,) 



Cpd. 





INO • 


X 


A 




B 




R 


5 




- XUU2 


Pip 


(CH2 


^ 3 


{CH2)4 


0 


2 


-HOBu 


2 


- lUU J 


Pip 


(CH2 


^ 3 




0 


2 


-AcOBu 


2 


-1004 


Pip 


(CH2 


^ 3 




0 


2 


- (3-HOOC.PrnO)Bu 


2 


- 1005 


Pip 




' 3 




0 


2 


- (cHxCOO) Bu 


2 


- 1006 


Pip 




^ 3 


CHjCH (Me)CH2 


0 


2 


-HOEt 


z 


T A A "7 

- 1007 


Pip 


(C3l2 


* 3 


CH2CH (Me) 


0 


2 


-AcOEt 


2 


<l A A O 

- 1008 


Pip 


(CH2 


* 3 


CH2CH(Me)CH2 


0 


2 


- (3-HOOC.PrnO) Et 




1 A A A 

-1009 


Pip 


(CH2 


*3 


CHjCH (Me)CH2 


0 


2 


-BozOEt 


2 


- 1010 


Pip 


(CH2 


'3 


CH2CH(Me)CH2 


0 


2 


- (cHxCOO) Et 


2 


- 1011 


Pip 


(CH2. 


3 


CH2CH(Me)CH2 


0 


2 


-HOPr 




" 1U12 


Pip 


(CH2. 


'3 


CH2CH(Me)CH2 


0 


2 


-AcOPr 


2 


- 1013 


Pip 


(CH21 


*3 


CHjCH (Me)CH2 


0 


2 


-BozOPr 


2 


- 1014 


Pip 


(CH2] 


'3 


CH2CH(Me)CH2 


0 


2 


- (cHxCOO)Pr 




1 A 1 C 


Pip 


(CH2] 


3 


CH2CH (Me) CHj 


0 


3 


-HOPr 


2 ' 


• xU -Lb 


Pip 


(CH2) 


3 


CHjCH (Me) CH2 


0 


3 


-AcOPr 


2 ' 


1 A T 
- lUl / 


Pip 


(CH2) 


3 


CH2CH (Me) 


0 


3 


- (3-HOOC,PrnO) Pr 






Pip 


{CH2) 


3 


CH2CH (Me) CH2 


0 


3 


-BozOPr 




, 1 A1 Q 


Pip 


(CH2) 


3 


CH2CH (Me) CH2 


0 


3 


- (cHxCOO) Pr 


z - 


1 A O A 


Pip 


/ PIT \ 

(CH2) 


3 


CH2CH (Me) CH2 


0 


2 


-HOBu 




' XUZ X 


Pip 


(CHj) 


3 


CH2CH (Me) CH2 


0 


2 


-AcOBu 


2- 


' 1022 


Pin 




3 




A 
U 


z 


^ J - ciCC . Frnu; ou 


2- 


1023 


Pip 


(CH2) 


3 


CH2CH(Me)CH2 


0 


2 


- (£HxCOO) Bu 


2- 


1024 


Pip 


(CH2) 


3 


(^2)5 


0 


2 


-HOEt 


2- 


1025 


Pip 


(CH2) 


3 


(CH2)5 


0 


2 


-AcOEt 


2- 


1026 


Pip 


(CH2) 


3 


(^2)5 


0 


2 


- (3-HOOC.PrnO)Et 


2" 


1027 


Pip 


{CH2) 


3 


(^2)5 


0 


2 


-BozOEt 


2- 


1028 


Pip 


(CH2) 


3 


(CH2)5 


0 


2 


- (SHXCOO) Et 


2- 


1029 


Pip 


(CH2) 


3 


<C«2>5 


0 


2- 


■HOPr 
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Table 2 <rr^p^,) 



Cpd. 
No. 



B 



m 



2-1030 


Pip 


(CH2 


^3 


(CH2 


^5 


0 


2-AcOPr 


2-1031 


Pip 


(CH^ 


^3 


(CH2 


'5 


0 


2- (3-HOOC.PrnO)Pr 


2-1032 


Pip 


(CH^ 


^3 


(CH2 


' 5 


0 


2-B020Pr 


2-1033 


Pip 


(CH2 


^3 


(CH2 


'5 


0 


2 - (fiHxCOO) Pr 


2-1034 


Pip 


(CH^ 


^3 


(CH2 


^5 


0 


3-HOPr 


2-1035 


Pip 


(CH2 


^3 


(CH2 


'5 


0 


3 -AcOPr 


2-1036 


Pip 


(CH2 


* 3 


{CH2 


*5 


0 


3- (3-HOOC.PrnO)Pr 


2-1037 


Pip 


(CH2 


*3 


(CH2 


'5 


0 


3-Bo20Pr 


2-1038 


Pip 


(CH2, 


'3 


(CH2 


'5 


0 


3- (£HxCOO)Pr 


2-1039 


Pip 


{CH2, 


*3 


(CH2; 


'5 


0 


2-HOBu 


2-1040 


Pip 


(CH2: 


'3 


(CH2: 


'5 


0 


2 - AcOBu 


2-1041 


Pip 


(CHj] 


*3 


(CH2: 


'5 


0 


2- (3-HOOC.PrnO)Bu 


2-1042 


Pip 


(CH2] 


*3 


(CH2] 


'5 


0 


2- (£HxCOO)Bu 


2-1043 


Pip 


{CH2] 


*3 


(CH2] 


*6 


0 


2-HOEt 


2-1044 


Pip 


(CH2] 


3 


(CHj] 




0 


2 -AcOEt 


2-1045 


Pip 


(CH2) 


3 


(CH2] 


€ 


0 


2- (3-HOOC.PmO)Et 


2-1046 


Pip 


(CH2) 


3 


(CH2] 


6 


0 


2 - (fiHxCOO) Et 


2 - 104 7 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


2-HOPr 


2-1048 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


2-AcOPr 


2-1049 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


2- (3-HOOC.PrnO)Pr 


2-1050 


Pip 


(CH2) 


3 


(CHj) 


6 


0 


2- (cHxCOO) Pr 


2-1051 


Pip 


(CH2) 


3 


(CHj) 


6 


0 


3-HOPr 


2-1052 


Pip 


(CH2) 


3 


(CHj) 


6 


0 


3-AcOPr 


2-1053 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


3- (3-HOOC.PrnO) Pr 


2-1054 


Pip 


{CH2) 


3 


(CH2) 


6 


0 


3- (fiHxCOO) Pr 


2-1055 


Pip 


(CH2) 


3 


(CH^) 


6 


0 


2 - HOBu 


2-1056 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


2-AcOBu 


2-1057 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


2- (3-HOOC.PmO)Bu 
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Table (r.^^^ ) 



5 





cpa. 
No* 


T,l 

R 


A 


B 


S! 


5 


iO 
















2-1058 


Pip 


(CH2)3 


(^"2^6 


0 


2-(£HxC00)Bu 




2-1059 


Pip 




^2 


0 


2-HOEt 


^5 


2-1060 


Pip 




C«2 


0 


2 - FoOEt 




2-1061 


Pip 


^2 




0 


2-AcOEt 




2-1062 


Pip 


^2 


CH2 


0 


2-PmOEt 


20 


2-1063 


Pip 




CH2 


0 


2- (3-HOOC.PmO)Et 






Fip 




CH2 


0 


2- (3-Mec.PrnO) Et 




2-1065 


Pip 


CH2 


CH2 


0 


2- {3-Etc.PrnO)Et 




2-1066 


Pip 


CH2 


CH2 


0 


2-BozOEt 


25 


2-1067 


Pip 


CH2 


CH2 


0 


2- (cPnCOO)Et 




2-1068 


Pip 


CH2 


CH2 


0 


2- (cHxCOO)Et 




2-1069 


Pip 


^2 


CH2 


0 


2-HOPr 


30 


2-1070 


Pip 


C«2 


CH2 


0 


2-AcOPr 




2 - 1071 


Pip 


CH2 


^«2 


0 


2- (3-HOOC.PrnO)Pr 




2 - 1072 


Pip 


CH2 


CH2 


0 


2-Bo20Pr 




2 - 1073 


Pip 


CH2 


CH2 


0 


2- (cHxCOO) Pr 


35 


2-1074 


Pip 


CH2 


CH2 


0 


3-HOPr 




2 - 1075 


Pip 


CH2 


CH2 


0 


3 - FoOPr 




2 - 1076 


Pip 


CH2 


CH2 


0 


3-AcOPr 


40 


2 - 1077 


Pip 


CH2 


CH2 


0 


3- (3-HOOC.PmO)Pr 


2 - 1078 


Pip 


CH2 


CH2 


0 


3- (3-Mec.PrnO)Pr 






rip 




CH2 


u 


3 -BozoPr 




2-1080 


Pip 


CH2 


CH2 


0 


3- (cHxCOO)Pr 


45 


2-1081 


Pip 


CH2 


^2 


0 


2-HOBu 




2-1082 


Pip 


^2 


^2 


0 


2-AcOBu 




2-1083 


Pip. 


C«2 


CH2CH2 


0 


2-HOEt 


50 


2-1084 


Pip 


C«2 


CH2CH2 


0 


2-AcOEt 


2-1085 


Pip 


^2 


CH2CH2 


0 


2- (3-HOOC.PrnO)Et 
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Table 2 f. I 



9 


Cpd. 
No. 


r1 


A 


B 


m 


r5 


10 
















2-1086 


Pip 




CH2CH2 


0 


2- (3-Mec.PrnO)Et 




- 2-1087 


Pip 




CH2GH2 


0 


2-BozOEt 


IS 


2-1088 


Pip 




CH2CH2 


0 


2- (£PnCOO)Et 




2-1089 


Pip 




CH2CH2 


0 


2- (£HxCOO)Et 




2-1090 


Pip 


CH2 


CH2CH2 


0 


2-HOPr 




2-1091 


Pip 


CH2 


CH2CH2 


0 


2-AcOPr 


20 


2-1092 


Pip 


CH2 


CH2CH2 


0 


2- (3-HOOC.PmO) Pr 




2-1093 


Pip 


CH2 




0 


2- (fiHxCOOPr 




2-1094 


Pip 




CH2CH2 


0 


3-HOPr 


2S 


2-1095 


Pip 


CH^ 


CH_CH- 


0 


3-AcOPr 




2-1096 


Pip 


CH2 


CH2CH2 


0 


3 - { cHxCOO) Pr 




2-1097 


Pip 


CH2 


CH2CH2 


0 


2-HOBu 


30 


2-1098 


Pip 


CH2 


CH_CH^ 


0 


2 -AcOBu 


2-1099 


Pip 


CH2 


(CH2)3 


0 


2-HOEt 




2-1100 


Pip 




(CH2)3 


0 


2-AcOEt 




2-1101 


Pip 




{CH2)3 


0 


2 - PrnOEt 


35 


2-1102 


Pip 




^^"2^3 


0 


2- {3-HOOC.PrnO)Et 




2-1103 


Pip 


CH2 


{CH2)3 


0 


2-BozOEt 




2-1104 


Pip 


CH2 


(CH2)3 


0 


2- (£PnCOO)Et 




2-1105 


Pip 


CH2 


(^2)3 


0 


2 - (fiHxCOO) Et 


40 


2-1106 


Pip 


CH2 


(CH2)3 


0 


2-HOPr 




2-1107 


Pip 


CH2 


(CH2)3 


0 


2-AcOPr 




2-1108 


Pip 


CH2 


(CH2)3 


0 


2-BozOPr 


45 


2-1109 


Pip 


CH2 


(^2)3 


0 


3-HOPr 




2-1110 


Pip 


CH2 


{CH2)3 


0 


3 -AcOPr 




2-1111 


Pip 


CH2 


(^2)3 


0 


3- (3-HOOC.PrnO)Pr 


50 


2-1112 


Pip 


CH2 


(CH2)3 


0 


2-HOBu 


2-1113 


Pip 


CH2 


(CH2)3 


0 


2 -AcOBu 
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Table 2 {r^r^r.,- ) 



5 


Cpd. 














No, 




A 


B 


m 




10 
















2-1114 


Pip 


*=«2 




0 


2-HOEt 




2-1115 


Pip 




{CH2)4 


0 


2-AcOEt 


15 


2-1116 


Pip 


^«2 


(012)4 


0 


2- (3-HOOC.PrnO)Et 


2-1117 


Pip 


C«2 


(012)4 


0 


2- (£HxCOO)Et 




2-1118 


Pip 


CH^ 


(CH2)4 


0 


2-HOPr 




2-1119 


Pip 




(012)4 


0 


2-AcOPr 


20 


2-1120 


Pip 


CH^ 


(CH2)4 


0 


3-HOPr 




2-1121 


Pip 


C"2 


(CH2)4 


0 


3-AcOPr 




2-1122 


Pip 


^«2 


(CH2)4 


0 


2-HOBu 


25 


2-1123 


Pip 




(CH2)4 


0 


2-AcOBu 




2-1124 


Pip 




CH2CH(Me)CH2 


0 


2-HOEt 




2-1125 


Pip 


^«2 


CH2CH(Me)CH2 


0 


2-AcOEt 


30 


2-1126 


Pip 


CH^ 


CH2CH(Me)CH2 


0 


2-HOPr 


2-1127 


Pip 


^«2 


CH2CH(Me)CH2 


0 


2-AcOPr 




2-1128 


Pip 




CH2CH(Me)CH2 


0 


3-HOPr 




2-1129 


Pip 




CH2CH(Me)CH2 


0 


3-AcOPr 


35 


2-1130 


Pip 




CH2CH(Me)CH2 


0 


2-HOBu 




2-1131 


Pip 




CH2CH(Me)CH2 


0 


2 -AcOBu 




2-1132 


Pip 




<C«2>5 


0 


2-HOBt 


40 


2-1133 


Pip 


^«2 


(CH2)5 


0 


2-AcOEt 


2-1134 


Pip 




(CH2)5 


0 


2-HOPr 




2-1135 


Pip 


C«2 


{CH2)5 


0 


2-AcOPr 




2-1136 


Pip 


^«2 


(CH2)5 


0 


2- (£HxCOO)Pr 


45 


2-1137 


Pip 




<^2>5 


0 


3-HOPr 




2-1138 


Pip 


C«2 


(^2)5 


0 


3-AcOPr 




2-1139 


Pip 


C«2 


(CHj)^ 


0 


2 -AcOBu 


50 


2-1140 


Pip 




(CH2)g 


0 


2-HOEt 




2-1141 


Pip 






0 


2-AcOEt 



55 
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Talple 2 (ronr ) 



Cpd. 





No. 




A 


B 




tn 


K 


2 


-1142 




2 


(CH ) 


6 


\j 




2 


- 1143 




^"2 




6 


n 




2 


-1144 


Pin 


^"2 


(CH ) 
^ 2' 


6 


u 




2 


-1145 


Pip 


CH^ 
2 


(CH^) 


6 


0 


5 - AcOPt 


2 


-1146 


Pip 


C«2 


(CH^) 


6 


0 


2-AcOBu 


2 


-1147 


Pip 


CH=CH 






0 


2- (nPnCOO)Et 


2 


-1148 


Pip 


CH=CH 






0 


2-PivOEt 


2 


-1149 


Pip 


^«2 


CHj 




0 


2- (aPnCOO)Et 


2 


-1150 


Pip 


C«2 






0 


2-PivOEt 


2 


-1151 


Pyr 


CH=CH 


CHj 




0 


2- (aPnCOO)Et 


2 


-1152 


Pyr 


CH=CH 


^2 




0 


2-PivOEt 



30 



35 



40 



45 



50 
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labial 



Cpd. 
No. 




A 


B 


Si 


r5 


3-1 


Pip 


CH=CH 


CH2 


0 


Iinda2o-2-yl 


3-2 


Pip 


CH=CH 


CHj 


0 


Imdazo-4-yl 


3-3 


Pip 


CH=CH 


^2 


0 


1 - Me - Imdazo - 2 - yl 


3-4 


Pip 


CH=CH 


CHj 


0 


1 , 3 , 4 - Oxadiazo - 2 - yl 


3-5 


Pip 


CH=CH 


^"2 


0 


5-Me-l, 3,4-0xadiazo-2-yl 


3-6 


Pip 


CH-CH 


^«2 


0 


1,3,4- Thiadiazo - 2 - yl 


3-7 


Pip 


CH=CH 


^«2 


0 


5 -Me- 1,3, 4 -Thiadiazo- 2 -yl 


3-8 


Pip 


CH=CH 


^2 


0 


1,2,4- Triazo- 3 -yl 


3-9 


Pip 


CH=CH 


CH2 


0 


l,2,4-Triazo-5-yl 


3-10 


Pip 


CH=CH 


^"2 


0 


l-Me-l,2,4-Triazo-3-yl 


3-11 


Pip 


CH=CH 


C«2 


0 


l-Me-l,2,4-Triazo-5-yl 


3-12 


Pip 


CH=CH 


^«2 


0 


5-Me-l,2, 4-Triazo-3-yl 


3-13 


Pip 


CH=CH 


C«2 


0 


Tetrazo-5-yl 


3-14 


Pip 


CH=CH 


^«2 


0 


l-Me-Tetrazo-5-yl 


3-15 


Pip 


CH=CH 


C«2 


0 


Py2-2-yl 


3-16 


Pip 


CH=CH 


CH2 


0 


Pyz-3 -yl 


3-17 


Pip 


CH=CH 


^«2 


0 


Pyz-4-yl 


3-18 


Pip 


CH=CH 


^«2 


0 


3-Me-Pyz-2-yl 


3-19 


Pip 


CH=CH 


C«2 


0 


2-Me-Pyz-4-yl 


3-20 


Pip 


CH=CH 


^2 


0 


3-NHz-Pyz-2-yl 


3-21 


Pip 


CH=CH 


C«2 


0 


4-NH2-Pyz-3-yl 


3-22 


Pip 


CH=CH 




0 


3-NH2-Pyz-4-yl 


3-23 


Pip 


CH=CH 


CH2 


0 


3-HO-Pyz-2-yl 


3-24 


Pip 


CH=CH 


CH2 


0 


2-H0-Pyz-4-yl 


3-25 


Pip 


CH=CH 


CH2 


0 


Pymz-2-yl 


3-26 


Pip 


CH=CH 


^2 


0 


Pyinz-4-yl 


3-27 


Pip 


CH=CH 




0 


4 -Me- Pymz - 2 -yl 


3-28 


Pip 


CH-CH 


^«2 


0 


5-Me-Pymz-2-yl 
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Table 3 <npr,t-, ) 



Cpd. 





No. 




A 


n 




K 


3 


-29 


Pt n 
ir'ip 




PIT 


n 


^ - Me - Fymz - *i - y x 


3 


-30 








u 


o - Me ~ iryiuz - - y X 


3 


-31 


Pd rs 






u 


D * jxie • Jryinz - - y x 




OA 






/-ITT 


u 


2 -M6 - Fytnz - D - yx 






Fip 




PIT 


U 


4 - ■ Pyinz - 2 - y 1 


-a 




irip 




PW 

CH2 


n 
U 


3 • ^'^2 ~ *^2^^ " ^ " y i 


'I 




P"i n 
fip 




PW 

CH2 


U 


^ " ^*^2 '^y"^^ - 4 - y X 






f ip 


PU=PW 


PW 

CH2 


u 


4 - '■>in2 " b ■ xiu - Pymz - 2 - y ± 


•J 




Pi T*i 


PW— PW 


PW 


A 

U 


^ - ^ " pymz - 4 - yi 




-3fl 


Pt n 
fip 




PW 

CH2 


u 


D-JMn2^~xiU-PyitlZ-4-yx 


3 




P4 n 
fip 




PW PW 


n 
u 


XmuaZO - 2 - y X 


3 


-40 


Pin 




^"2 2 


A 

u 


Xiiiuazo- % - yx 


3 


-41 


Pin 




rtr PH 


A 

u 


X • Me " XXnuaZO " 2 ~ yx 


3 


-42 


p5 n 




PW PH 
^"2 "2 


A 

u 


X / 0 1 ^ -uxaaiazo-2-yx 


3 


-43 


Pin 
f ip 


PW— PW 


PIT PII 
^"2 ^"2 


A 
U 


D-we- X , J , 4 -vJxaciiazo-2 -yi 


3 


-44 


Pin 




PH PH 
^"2 2 


A 
\J 


X f J , <k - inia.cixcizo~2 ~yx 


3 


-4R 


Pin 
rip 




PH PH 
^"2 '-"2 


A 
U 


o-we- X , 0 , 4 - inxaQiazo-2 -yx 


3 


-46 


Pin 


CH«=CH 


CH CH 
*-"2 2 


n 


i / ^ ^ ^ - X X XaZO * J ~ yx 


3. 


-47 


Pin 


CH=CH 


CH CH 
^"2 2 


0 


X f ^ y *s xxxci^u 3 yx 


3 


-48 


Pin 


CH=CH 


CH CH 


0 


X iTie "*Xf^frB i. X XAZO * J * y^ 


3' 


-49 


Pip 


CH=CH 


CH^CH„ 
2 2 


0 


1 - Me -1.2.4- Triazo - 5 - vl 


3- 


-50 


Pip 


CH-CH 


CH2CH2 


0 


5-Me-l, 2 , 4-Triazo-3-yl 


3- 


-51 


Pip 


CH=CH 


CH2CH2 


0 


Tetrazo-5-yl 


3- 


-52 


Pip 


CH=CH 


CH2CH2 


0 


l-Me-Tetrazo-5-yl 


3- 


■53 


Pip 


CH=CH 


CH2CH2 


0 


Pyz-2-yl 


3- 


■54 


Pip 


CH=CH 


CH2CH2 


0 


Pyz-B-yl 


3- 


■55 


Pip 


CH=CH 


CH2CH2 


0 


Pyz-4-yl 


3- 


■56 


Pip 


CH=CH 


CH2CH2 


0 


4-Me-Pyz-2-yl 
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Table 3 {nr.r.^ ) 



Cpd. 



No. 


r1 


A 


B 


Si 


r5 


3-57 


Pip 


CH-CH 


CH^CH- 


0 


2-Me-Pyz-4-yl 


3-58 


Pip 


CH-CH 


CH„CH_ 
2 2 


0 


3-NH2-Pyz-2-yl 


3-59 


Pip 


CH-CH 


CH_CH- 
2 2 


0 


3-NH,-Pyz-4-yl 


3-60 


Pip 


CH=CH 


CH^CH, 
2 2 


0 


3-HO-Pyz-2-yl 


3-61 


Pip 


CH=CH 


CH^CH- 
2 2 


0 


2-H0-Pyz-4-yl 


3-62 


Pip 


CH=CH 


CH^CH, 
2 2 


0 


Pymz-2-yl 


3-63 


Pip 


CH=CH 


CH^CH^ 
2 2 


0 


Pym2-4-yl 


3-64 


Pip 


CH-CH 


CH— CH^ 
2 2 


0 


Pym2-5-yl 


3-65 


Pip 


CH-CH 


CH^CH, 
2 2 


0 


4 -Me- Pymz- 2 -yl 


3-66 


Pip 


CH-CH 


CH^CH, 
2 2 


0 


5-Me-Pymz-2-yl 


3-67 


Pip 


CH=CH 


CH«,CH^ 
2 2 


0 


2 -Me- Pymz - 4 -yl 


3-68 


Pip 


CH-CH 


CH^CH, 


0 


5 - Me - Pymz - 4 - y 1 


3-69 


Pip 


CH-CH 


2 2 


0 


6-Me-Pym2-4-yl 


3-70 


Pip 


CH-CH 


CH-CH- 
2 2 


0 


4-NH^-Pymz-2-yl 


3-71 


Pip 


CH=CH 


CH-CH_ 
z z 


0 


5-NH^-Pymz-2-yl 


3-72 


Pip 


CH-CH 


CH^CH^ 
2 2 


0 


2-NH^-Pyitiz-4-yl 


3-73 


Pip 


CH-CH 


CH^CH^ 
Z 2 


0 


4-H0-Pymz'-5-yl 


3-74 


Pip 


CH-CH 


CH^CH^ 
Z 2 


0 


4-NH^-5-HO-Pymz-2-yl 

2 2 2 


3-75 


Pip 


CH-CH 


CH^CH^ 
Z 2 


0 


2-NH^-5-H0-Pymz-4-yl 
2 ^ ^ 


3-76 


Pip 


CH-CH 


CH^CH^ 
2 2 


0 


5-NH^-2-H0-Pyinz-4-yl 
2 ^ ^ 


3-77 


Pip 


CH-CH 


(CH2)3 


0 


Imdazo-2-yl 


3-78 


Pip 


CH-CH 


(CH2)3 


0 


Imdazo-4-yl 


3-79 


Pip 


CH-CH 


(CH2)3 


0 


l-Me-Imdazo-2-yl 


3-80 


Pip 


CH-CH 


(CH2)3 


0 


2-Me- Imdazo-4-yl 


3-81 


Pip 


CH-CH 


{CH2)3 


0 


1, 3, 4-0xadiazo-2-yl 


3-82 


Pip 


CH-CH 


(CH2)3 


0 


5-Me- 1, 3 , 4-Oxadiazo-2-yl 


3-83 


Pip 


CH-CH 


{CH2)3 


0 


5-Et-l, 3 , 4-0xadiazo-2-yl 


3-84 


Pip 


CH-CH 


{CH2)3 


0 


5-NH2-I, 3, 4-0xadiazo-2-yl 
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Table 3 ^^r^^n^^,) 



Cpd. 



■NO • 


R 


A 


B 


m 




Pip 


CH=CH 


(CH2)3 


0 5-AcNH-r,3,4-0xadia2o-2-yl 


3-85 


Pip 


CH«CH 


(CH2)3 


0 1, 3, 4-Thiadiazo-2-yl 


3-87 


Pip 


CH-CH 


(CH2)3 


0 5-Me-l, 3,4-Thiadia20-2-yl 


3-88 


Pip 


CH=CH 


(CH2)3 


0 5-NH2-l,3,4-Thiadiazo-2-yl 


3-89 


Pip 


CH=CH 


(CH2)3 


0 l,2,4-Triazo-3-yl 


3-90 


Pip 


CH=CH 


{CH2)3 


0 l,2,4-Triazo-5-yl 


3 -91 


Pip 


CH«CH 


(CH2)3 


0 l-Me-l,2,4-Triazo-3-yl 


3 -92 


Pip 


CH=CH 


(CH2)3 


0 l-Me-l,2,4-Triazo-5-yl 


3 - 93 


Pip 


CH=CH 


(CH2)3 


0 5-Me-l, 2, 4-Triazo-3-yl 


3 - 94 


Pip 


CH«CH 


(CH2)3 


0 5-Cl-l,2,4-Tria20-3-yl 


3 - 95 


Pip 


CH=sCH 


(CH2)3 


0 5-NH2-l,2,4-Triazo-3-yl 


3 - 9o 


Pip 


CH=CH 


(CH2)3 


0 5-AcNH-l,2,4-Triazo-3-yl 


3 - y / 


Pip 


CH=CH 


(CH2)3 


0 Tetrazo-s-yi 


"3 ft o 

3 - 98 


Pip 


CH=CH 


(CH2)3 


0 l-Me-Tetrazo-S-yl 


- QQ 


Irip 


CHs=CH 


(CH2)3 


0 l-Et-Tetrazo-5-yl 


3 - iUO 


Pip 


CH=CH 


{CH2)3 


0 1- {2-HOBt) -Tetrazo-5-yl 


3 - 101 


Pip 


CH=CH 


(CH2)3 


0 Pyz-2-yl 




Pip 


CH«CH 


(CH2)3 


0 Py2-3-yl 




FIP 




(CH2)3 


0 Pyz-4-yl 




irip 


CH=CH 


(CH2)3 


0 3-Me-Pyz-2-yl 


3-105 


PId 


CH=CH 




u b-Me-Pyz-2 -yl 


3-106 


Pip 


CH=CH 


(CH2)3 


0 2-Me-Pyz-4-yl 


3-107 


Pip 


CH=CH 


(CH2)3 


0 3-Me-Pyz-4-yl 


3-108 


Pip 


CH=CH 


(CH2)3 


0 3-Cl-Py2-2-yl 


3-109 


Pip 


CH=CH 


(012)3 


0 3-Cl-Pyz-4-yl 


3-110 


Pip 


CH=CH 


(CH2)3 


0 3-NH2-Pyz-2-yl 


3-111 


Pip 


CH=CH 


(CH2)3 


0 5-NH2-Pyz-2-yl 


3-112 


Pip 


CH=CH 


(CH2)3 


0 4-NH2-Pyz-3-yl 
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Table 3 (nr>^t- ) 



Cpd. 



No. 


r1 


A 


B 




m 


r5 


3 


-113 


Pip 


CH«CH 


2 


3 


0 


3-NH^-Pyz-4-yl 


3 


-114 


Pip 


CH*CH 


(CH^] 
2 


3 


0 


3-HO-Pyz-2-yl 


3 


-115 


Pip 


CH-CH 


(CH^] 
2 


3 


0 


5-H0-Py2-2-yl 


3 


-116 


Pip 


CH=CH 


(CH„] 
2 


3 


0 


2-H0-Pyz-4-yl 


3 


-117 


Pip 


CH=CH 


(CH^] 
2 


3 


0 


3-H0-Pyz-4-yl 


3 


-118 


Pip 


CH=CH 


(CH^l 
2 


3 


0 


Pymz-2-yl 


3 


-119 


Pip 


CH=CH 


(CH^l 
2 


3 


0 


Pym2-4-yl 


3 


-120 


Pip 


CH-CH 


(CH-] 
2 


3 


0 


Pymz-5-yl 


3 


-121 


Pip 


CH-CH 


(CH^] 
2 


3 


0 


4 - Me - Pymz - 2 - y 1 


3 


-122 


Pip 


CH-CH 


(CH^] 
2 


3 


0 


5-Me-Pymz-2-yl 


3 


-123 


Pip 


CH-CH 


2 


3 


0 


2 - Me - Pymz - 4 - y 1 


3 


-124 


Pip 


CH-CH 


(CH^l 
2 


3 


0 


5-Me-Pymz-4-yl 


3 


-125 


Pip 


CH-CH 


(CH^) 
2 


3 


0 


6 -Me- Pymz- 4 -yl 


3 


-126 


Pip 


CH-CH 


(CH^) 
2 


3 


0 


4-Cl-Pyinz-2-yl 


3 


-127 


Pip 


CH-CH 


(CH-) 
2 


3 


0 


2-Me-Pymz-4-yl 


3 


-128 


Pip 


CH=CH 


(CH.) 
2 


3 


0 


4 - NH^ - Pymz - 2 - y 1 


3 


-129 


Pip 


CH-CH 


(CH^) 
2 


3 


0 


5-NH^-Pymz-2-yl 


3 


-130 


Pip 


CH-CH 


(CH-) 
2 


3 


0 


2 - NH^ - Pymz - 4 - y 1 


3 


-131 


Pip 


CH-CH 


2 


3 


0 


5-NH^-Pym2-4-yl 


3 


-132 


Pip 


CH-CH 


(CH-) 
2 


3 


0 


4-AcNH-Pymz-2-yl 


3 


-133 


Pip 


CH-CH 


(CHj) 




0 


2 - AcNH- Pymz- 4 -yl 


3 


-134 


Pip 


CH-CH 


(CH2) 


3 


0 


4-NH2-5-H0-Pymz-2-yl 


3 


-135 


Pip 


CH-CH 


(CH^) 


3 


0 


2-NH2-5-H0-Pymz-4-yl 


3 


-136 


Pip 


CH-CH 


(CH2) 


3 


0 


4, 6-diNH2-Pymz-2-yl 


3 


-137 


Pip 


CH-CH 


(CHj) 


3 


0 


2, 5-diNH2-Pymz-4-yl 


3 


-138 


Pip 


CH-CH 


(CH2) 


4 


0 


Imdazo-2-yl 


3 


-139 


Pip 


CH-CH 


(CH2) 


4 


0 


1,3 , 4-Oxadiazo-2-yl 


3 


-140 


Pip 


CH-CH 


(CH2) 


4 


0 


1,3,4- 1 hiadiazo - 2 - y 1 
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Table 3 I 



Cpd. 





K 


A 


£3 


m 


R 




Pip 


CH=CH 


f PTJ \ 

(CH2)4 


0 


l,2,4-Triazo-3-yl 




Pip 


CH=CH 




0 


l,2,4-Triazo-5-yl 




Pip 


CH=CH 


(CH2)4 


0 


Tetrazo-5-yl 


O X44 


Pip 


CH=CH 


(CH2)4 


0 


Pyz-2-yl 




Pip 


CH=CH 


(CH2)4 


0 


Pyz-3-yl 


LI A^ 


Pip 


CH=CH 


(CH2)4 


0 


Pyz-4-yl 


O " i4 / 


Pip 


CH=CH 


(CH2)4 


0 


Pyinz-2-yl 


0 1 /I Q 


Pip 


CH=sCH 


(CH2)4 


0 


Pymz-4-yl 




Pip 


CH=CH 


CH^CHCMejCHj 


0 


Imdazo-2-yl 


J ID U 


Pip 




CH ( Me } 


0 


1, 3,4-0xadiazo-2-yl 




Fip 




PIT PIT / lUr^ \ /-ITT 

L-Hj CH \ Me ; CHj 


0 


1,3,4- Thiadiazo - 2 - yl 


O . T CO 


Pip 




CH2CH(Me} CHj 


0 


l,2,4-Triazo-3-yl 


- 1 
J ID O 


Pip 




(-n2CH I Me) CH2 


0 


l,2,4-Triazo-5-yl 


- 1 A 


Pip 




CH2 CH ( Me ) CHj 


0 


Tetrazo-5-yl 


J * ID D 


Pip 




CH2CH (Me) CH2 


0 


Pyz-2-yl 


J ~ X D D 


Pip 




CH2CH(Me)CH2 


0 


Pyz-4-yl 


J XD / 


Pip 




CH2CH (Me) CH2 


0 


Pyinz-2-yl 


D X ^ O 


fip 




CHj CH ( Me ) Cn2 


0 


Pyinz-4-yl 


-J ^ mJ ^ 


rip 


PR— PU 


( PU ^ 


0 


Imaazo-2-yl 


w ^ w V/ 


Fip 




/PU \ 

(CH2)5 


0 


1 1 3 , 4 - Oxadiazo - 2 - y 1 


3-161 




CH=CH 


2 5 


n 
u 


X / D , 4 - iniaaiazo- z - yx 


3-162 


Pip 


CH=CH 


(CH2)5 


0 


1, 2,4-Triazo-'3-yl 


3-163 


Pip 


CH=CH 


(CH2)3 


0 


1,2,4 -Triazo- 5 -yl 


3-164 


Pip 


CH=CH 


{CH2)5 


0 


Tetrazo-5-yl 


3-165 


Pip 


CH=CH 


(CH2)5 


0 


Pyz-2-yl 


3-166 


Pip 


CH=CH 


{CH2)3 


0 


Pyz-4-yl 


3-167 


Pip 


CH=CH 




0 


Pymz-2-yl 


3-168 


Pip 


CH=CH 


(CH2)5 


0 


Pymz-4-yl 
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Table 3 I 



Cpd. 
No. 


r1 


A 


B 




r5 


3-169 


Pip 


CH«CH 




0 


Iindazo-2-yl 


3-170 


Pip 


CH=CH 


^^"2^6 


0 


1,3,4- Oxadiazo - 2 - y 1 


3-171 


Pip 


CH=CH 


<^«2)6 


0 


1,3,4- Thiadiazo - 2 - yl 


3-172 


Pip 


CH=CH 


<^«2>6 


0 


l,2,4-Tria20-3-yl 


3-173 


Pip 


CH=CH 


<^»2)6 


0 


l,2,4-Triazo-5-yl 


3-174 


Pip 


CH=CH 


<^«2>6 


0 


Tetrazo-B-yl 


3-175 


Pip 


CH=CH 


<C«2)6 


0 


Pyz-3-yl 


3-176 


Pip 


CH=CH 


tC»2>6 


0 


Pyz-4-yl 


3-177 


Pip 


CH=CH 




0 


Pymz-2 -yl 


3-178 


Pip 


CH=CH 


(^«2)6 


0 


Pymz-4-yl 


3-179 


Pyr 


CH=CH 




0 


Iindazo-2-yl 


3-180 


Pyr 


CH=CH 




0 


Imdazo-4-yl 


3-181 


Pyr 


CH=CH 




0 


1, 3, 4 -Oxadiazo- 2 -yl 


3-182 


Pyr 


CH=CH 


™2 


0 


1, 3, 4-Thiadiazo-2-yl 


3-183 


Pyr 


CH-CH 


^"2 


0 


1,2, 4-Triazo-3-yl 


3-184 


Pyr 


CH-CH 


CH2 


0 


l,2,4-Triazo-5-yl 


3-185 


Pyr 


CH=CH 


C«2 


0 


Tetrazo-5-yl 


3-186 


Pye 


CH=CH 




0 


Pyz-2-yl 


3-187 


Pyr 


CH=CH 




0 


Py2-4-yl 


3-188 


Pyr 


CH=CH 




0 


3-Me-Pyz-2-yl 


3-189 


Pyr 


CH=CH 


™2 


0 


2-Me-Pyz-3-yl 


3-190 


Pyr 


CH-CH 




0 


3-NH2-Pyz-2-yl 


3-191 


Pyr 


CH-CH 




0 


2-H0-Pyz-3-yl 


3-192 


Pyr 


CH=CH 


CH2 


0 


Pytnz-2-yl 


3-193 


Pyr 


CH»CH 


CH2 


0 


Pymz-4-yl 


3-194 


Pyr 


CH=CH 


C«2 


0 


4-Me-Pymz-2-yl 


3-195 


Pyr 


CH=CH 


C«2 


0 


5-Me-Pymz-2-yl 


3-196 


Pyr 


CH=CH 


C«2 


0 


2-Me-Pymz-4-yl 
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Table 3 (nr.r>^^} 



Cpd. 









K 


A 


D 
D 


SI 


„5 
R 


10 


•> 
J 




ryr 


i^TT /"ITT 

CH=CH 




0 


6 - Me - Pymz - 4 - y 1 




'l 






/-ITT /^TT 


/-try 


0 


4 - - Pymz - 2 - y 1 


15 


J 


- 1 QQ 


eyr 


/-ITT /-ITT 




0 


4 -HO- Pymz- 2 -yl 




•y 
J 


- ^nn 
~ ^ uu 


fyr 


/-ITT OXJ 


/-tTT 


0 


4-NH2-5-H0-Pymz-2 -yl 






-901 

^ U X 


"Dttt* 




PU PU 

CH2CH2 


u 


imaazo-2 -yi 


20 




-2 02 






^-"2 2 


U 


xmaa.zo-4 -yx 


•a 










r\ 


1,3, 4 -oxaaiazo-2 -yl 




-1 


-204 




N^xi — 


PU PW 

CH2CH2 


r\ 
U 


1 , J , 4 - Tnia.ciia.zo - 2 - yi 




a 


- o o c 






/-ITT /-ITT 

CH2CH2 


0 


1,2,4- Triazo- 3 - yl 




r> 


- 9 0^; 

^ U Q 






r'w r'w 

CH2CH2 


u 


1,2, 4 -Triazo- 5-yl 




.J 


-207 






r»w r'w 

CH2CH2 


0 ■ 


xecrazo- o -yi 




•a 


A U O 






PW PW 

CH2CH2 


u 


fy z - ^ - y 1 


30 




-209 






PW PW 

CH2CH2 


u 


try z • 4 - y 1 




•J 


^ ^ w 


±ryir 




PW PW 




0 - we - iryZ - ^ - yl 




-1 


-211 


ryr 




PW PW 


n 
U 


J -WHj " pyz- 2 "yi 




•J 


-212 


PVT* 

*ryt 


PH=PW 


PW PW 


A 
V 


J - xiu - Fy z - ^ - y 1 


35 


2 


-213 


Pvir 
-ryi 




PW PW 


u 


fymz - ^ - y X 






-214 


ryi 




PW PW 


n 
u 


iryinz - 4 - y 1 




-3 . 


- 2 1 
^ J. 3 


Fyr 


PW— PTT 


CH2CH2 


u 


Pymz - 5 - y 1 


40 


-J , 


- 21 


fyr 


PW— PW 


PW PW 

CH2CH2 


A 

u 


4 -Me - Fymz - z - yi 




3- 


-217 


Pyr 


CH=CH 


CH^CH* 


0 


5 -Mp - Pvmz - 2 - v1 




3- 


-218 


Pyr 


CH=CH 


CH2CH2 


0 


2 -Me - Pymz - 4 - yl 


45 


3- 


•219 


Pyr 


CH=CH 


CH2CH2 


0 


5 -Me - Pymz - 4 - yl 


3- 


-220 


Pyr 


CH=CH 


CH2CH2 


0 


4-NH2-Pymz-2-yl 




3- 


-221 


Pyr 


CH=CH 


CH2CH2 


0 


2-H0-Pymz-2-yl 




3- 


•222 


Pyr 


CH=CH 


{^2)3 


0 


Imdazo-2-yl 


50 


3- 


•223 


Pyr 


CH=CH 


(CH2)3 


0 


Imdazo-4-yl 




3- 


224 


Pyr 


CH=CH 


(CH2)3 


0 


1,3 , 4-0xadiazo-2-yl 
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Table 3 (nrfr^^ I 



Cpd. 



No. 


r1 




B 




ill 


r5 


3-225 






(CH 


' 3 


A 
U 


X lAXcLUJ.a.ZO - ^ - y i. 


3-226 


* Jr 




(CH 


' 3 


n 


X / ^ f ^ i. X xcL^u - 0 - yx 


3-227 


Pvr 






^ 3 


n 
u 


^ f ^ f *± XXXOLZO-D-yX 


3-228 


Pvr 


CH=CH 


(CH^ 


' 3 


0 




3-229 


Pvr 


CH=CH 


(CH 


^3 


0 


Pvy - 2 - vl 

C y ^ A JT 


3-230 


Pvr 


CH=CH 


(CH 


^3 


0 


ry^ J yx 


3-231 


Pvr 


CH=CH 


(CH 


*3 


0 


Pv^ - A - \rl 
±ry^ *fc yx 


3-232 


Pvr 


CH=CH 


(CH^ 


^3 


0 




3-233 


Pvr 


CH=CH 


(CH 


I3 


0 


9 -M^ - Pv7 • A -\r1 
^ me Jr jr a • ^ - y x 


3-234 


Pvr 


CH=CH 


(CH ' 


3 


0 


2 - CI - Pvz - - vl 


3-235 


Pvr 


CH«CH 


(CH^] 
^^2 


*3 


0 


3-NH -Pvz-2-vl 


3-236 


Pvr 


CH=CH 


(CH^l 


'3 


0 


3-NH -Pvz-4-vl 
j»^n2 £^ jr «i "s Jr 


3-237 


Pvr 


CH=CH 


(CH^l 


*3 


0 


3 -HO-Pvz-2 - vl 


3-238 


Pyr 


CH=CH 


(CH^l 
^^2 


*3 


0 


Pvmz - 2 - vl 


3-239 


Pvr 


CH=CH 


(CH-.] 
2 


3 


0 


Pvmz - 4 - vl 


3-240 


Pvr 
* ^ 


CH=CH 


(CH^] 
^^2 


3 


0 


4 - M@ - Pvmz - 2 - vl 


3-241 


Pyr 


CH=CH 




3 


0 


2 - Me - Pvmz - 4 - vl 


3-242 


Pvr 


CH=CH 


(CH^) 


3 


0 


5 - Me - Pvmz - 4 - vl 


3-243 


Pvr 


CH=CH 


(CH^l 


3 


0 


A - Ma - Pvivi7 • ^ • \/1 
^ ATAc F y Aii^ w y X 


3-244 


Pvr 


GH=CH 


(CH ) 


3 


0 


-Pvmz-9-v1 

J INXI2 It jr lll^ ^ X 


3-245 


Pyr 


CH=CH 


(CH^) 
2 


3 


0 


2 - NH« - Pvmz - 4 - vl 


3-246 


Pyr 


CH=CH 


(CH2) 


3 


0 


2-H0-Pymz-4-yl 


3-247 


Pyr 


CH=CH 


(CH2) 


3 


0 


4 - NH 2 - 5 - HO - Pym z - 2 - y 1 


3-248 


Pyr 


CH=CH 


(CH2) 


3 


0 


2-NH2-5-H0-Pyinz-4-yl 


3-249 


Pyr 


CH=CH 


(CHj) 


3 


0 


4 , 6 -diNH2 - Pymz - 2 -yl 


3-250 


Pyr 


CH=CH 


(CH2) 


4 


0 


Iindazo-2-yl 


3-251 


Pyr 


CH=CH 


(CH2) 


4 


0 


1, 3 ,4-0xadia2o-2-yl 


3-252 


Pyr 


CH=CH 


{CH2) 


4 


0 


1, 3 ,4-Thiaciiazo-2-yl 
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Table 3 fnr.^t; j 



Cpd. 



No. 




A 


o 


nj 


r5 


3-253 






^'-"2' 4 


U 


J- f ^ f ^ " iriazo- 3 ~yi 


3-254 






'^"2' 4 


U 


1 » ^ f 4- iriazo- 5 -yi 




P\rv 

fyr 






0 


Tecra20-5-yl 


3-256 


ryr 




^PW \ 


r\ 

U 


fyz - ^ "yj- 


3 -257 


Pvr* 

try IT 




f PW ^ 
^^2^4 


U 


Fyz- 5 -yJ- 




Pvr* 




/PW \ 


U 


Fyz-4-yi 


3-259 


r-ytr 




fPW \ 


u 


iryinz - ^ - y X 


3-260 


iryi. 


PW— PW 


fPW ^ 


n 
U 


Fyinz - 4 - y X 


-961 


iryi. 


PW— PW 


/PW ^ 


U 


r'yinz - D - y X 


3 -262 


Pvr* 
ryj. 


PWaPW 


PW Pw/Mo^pw 


A 

U 


xmaazo* ^Y-^ 


3-263 




PW-sPW 

\-»iA— v_>x^ 


PW PW /M^) PW 
v-'Xi2^-^ \i*ic:/ 1^112 


A 

u 




3-264 


Pvr* 


PH=PW 


PW PWfM<a^PW 
v.«xi2^A 2 


A 

u 


X / J , ^ - 1 niaQxazo - 2 - y X 


3-265 


ryr 


PWaPW 


PW PW /Ma\ pu 
v«Il2V>'A ^^^2 


A 

u 


X , z , 4 -Trxazo- 3 -yX 


3-266 


Pvir 
iryx. 


PHsPW 


PW PW /Ma^ PW 

\^T\^ L. 11 \ me ^ 2 


A 
U 


X , z , 4 - irxazo- 5 -yx 


3-267 


ryi. 


PH— PW 


PW PW fMA\ PW 

■ ^^12 ' ^ ' 2 


A 
U 


iecrazo- D -yx 


3 -268 


fy t 


v»*i— v^n 


PW PW /M«a^ PW 

^".2^** ^jwe/ ^ 2 


A 
U 


iryz-z-yx 


3-269 


PVT 

try I. 




PW PW /Mo^ PW 

^-"2 ^ / 2 


A 
U 


Fyz-j-yx 


3 -270 


iry J. 


PH=PH 


P W PW { Mo \ PU 


A 
U 


xryinz - ^ - y X 


3-271 


Pvr 

t jr A. 


CH=CH 




n 

u 


xrjriii^ *i yj. 


3-272 


Pvr 


CH=CH 


(CH ) 
2^5 


n 


xiuuet^ij- ^ yx 


3-273 


Pyr 


CH=CH 


(CH2) 5 


0 


1.3,4- Oxadiazo- 2 - vl 


3-274 


Pyr 


CH=CH 




0 


1,3,4- Thiadiazo- 2 -yl 


3-275 


Pyr 


CH=CH 


(CH^)^ 


0 


1,2, 4-Triazo-3-yl 


3-276 


Pyr 


CH=CH 


(^2)5 


0 


l,2,4-Triazo-5-yl 


3-277 


Pyr 


CH=CH 


(^2)5 


0 


Tetrazo-5-yl 


3-278 


Pyr 


CHoCH 


(^2)5 


0 


Py z - 2 - y 1 


3-279 


Pyr 


CH=CH 


(CH2)5 


0 


Pyz-3-yl 


3-280 


Pyr 


CH=CH 


(CH2)5 


0 


Pymz-2-yl 
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Table 3 (r^r^t- ^ 



Cpd. 
No. 



B 



m 



3 


-281 


fyr 




(Cit ) 


u 


iryznz " rfc - y X 


•a 


- 9ft0 
- 


pyr 




^™2^6 


0 


ijncicLZO - z - yi 




^ O J 








0 


1, J , 4-uxaaiazo-2-yi 






Fyr 


vJH~(Jn 


(nu \ 


u 


1,3,4- Tiiiaaiazo - 2 - yi 






Pyr 


/-ITT /-iTJ 




0 


1,2, 4-Triazo-3-yi 


•a 


-ZOO 


Fyr 






0 


1,2, 4 -Triazo- 5-yi 


■J 


- Zo / 


Pyr 


/^TT /^TT 


^^"2^6 


0 


Tetrazo- 5 -yl 


.J 


A o o 








A 

u 


jryz z yj- 


•a 


Z O j7 


ir'yr 




^^"2^6 


n 
u 


Fyz 0 yj- 


•J 


-290 






(CR ) 
^^"2' 6 


n 

V 


It jrillZ Z - X 


3 


-291 


Pvr 






0 


XT jr llltt ^ y J. 


3 


-292 




CH=CH 


CH 
^"2 


n 

w 




3 


-293 






PW 
^^2 


n 

U 


X , J , ft - <jxcicixa.zo- z yx 


3 


-294 






PH 
CH2 


n 


X , J , *4 - liiXaCLXa.ZO- Z yX 


3 


^ J J 






PW 


u 


X , z , ^ - 1 x xazo- 0 yx 


3 


-296 


NMe 


CH=CH 


CH 


0 


X , ^ , 1 xxxct^w 3 jrX 


3 


-297 






^"2 




J. e L.ia.zo - D - yx 


3 


-298 


NMe2 


CH=.CH 


CH„ 


0 


Pvz-2 -vl 


3 


-299 


NMe2 


CH=CH 


CH2 


0 


3-Me-Pyz-2-yl 


3 


-300 


NMej 


CH=CH 


CH2 


0 


Pymz-2 -yl 


3- 


-301 


NMe2 


CH=CH 


CH2 


0 


4-Me-Pymz-2-yl 


3 


-302 


NMe2 


CH=CH 


CH2 


0 


6-Me-Pyinz-4-yl 


3- 


-303 


NMe2 


CH=CH 


CH2CH2 


0 


1, 3 , 4-0xadiazo-2-yl 


3- 


-304 


NMej 


CH=CH 


CH2CH2 


0 


1,2 , 4-Triazo-3-yl 


3- 


-305 


NMSj 


CH=CH 


CH2CH2 


0 


1, 2, 4 -Triazo- 5- yl 


3- 


-306 


NMe2 


CH=CH 


CH2CH2 


0 


Pyz-2-yl 


3- 


-307 


NMej 


CH=CH 


CH2CH2 


0 


3-Me-Pyz-2-yl 


3- 


■308 


NMe2 


CH-CH 


CH2CH2 


0 


Pymz-2-yl 
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Table % (n^r^^ I 



5 





Cpd. 












10 


No. 




A 


B 


m 




3-309 


NMe2 


CH=CH 


CH2CH2 


0 


Pymz-4-yl 




3-310 


NMe2 


CH=CH 


CH2CH2 


0 


4-Me-Pyinz-2-yl 


IS 


3-311 


NMe2 


CH=CH 


CH2CH2 


0 


2 -Me-Pyinz-4-yl 




3-312 


NMe2 


CH=CH 


{CH2)3 


0 


Iindazo-2 - yl 




3-313 


NMBj 


CH=CH 


(CH2)3 


0 


Iinda2o-4-yl 


20 


3-314 


NMe2 


CH-CH 


(CH2)3 


0 


l,3,4-0xadia2O-2-yl 


3-315 


NMej 


CH=CH 


(CH2)3 


0 


1 , 3 , 4-Thiadiazo-2 -yl 




3-316 


NMe2 


CH-CH 


(CH2)3 


0 


l,2,4-Triazo-3-yl 




3-317 


NMe^ 


CH-CH 


(CH2)3 


0 


1,2, 4 -Triazo- 5 -yl 


2S 


3-318 


NMe2 


CH-CH 


(^2>3 


0 


Tetrazo-5-yl 




3-319 


NMe2 


CH=CH 


(CH2)3 


0 


Pyz-2-yl 




3-320 


NMe2 


CH-CH 


<^2>3 


0 


Pymz-2-yl 


30 


3-321 


NMe2 


CH-CH 


{CH2)3 


0 


Pymz-4-yl 


3-322 


NMe2 


CH-CH 


(CH2)4 


0 


l,3,4-0xadiazo-2-yl 




3-323 


NMe2 


CH=CH 


(CH2)4 


0 


1,2, 4-Triazol-3-yl 




3-324 


NMe2 


CH=CH 


(CH2)4 


0 


1, 2, 4 -Triazo- 5- yl 


35 


3-325 


NMe2 


CH-CH 


(CH2)4 


0 


Tetrazo-5-yl 




3-326 


NMSj 


CH-CH 


(CH2)4 


0 


Pyz-2-yl 




3-327 


NMe2 


CH-CH 


(CH2)4 


0 


Pymz-2-yl 


40 


3-328 


NMe2 


CH-CH 


<C»2U 


0 


Pymz-4-yl 


3-329 


NMe2 


CH-CH 


CH2CH(Me)CH2 


0 


1,3, 4-0xadia2o-2-yl 




3-330 


NMe^ 


CH-CH 


CH2CH(Me)CH2 


0 


l,2,4-Triazo-3-yl 




3-331 


NMSj 


CH-CH 


CH2CH(Me)CH2 


0 


l,2,4-Triazo-5-yl 


45 


3-332 


NMe^ 


CH-CH 


CH2CH(Me)CH2 


0 


Pymz-2-yl 




3-333 


NMe2 


CH-CH 


CH2CH(Me)CH2 


0 


Pymz-4-yl 




3-334 


NMe2 


CH-CH 


(CH2)5 


0 


1,3, 4 -Oxadiazo- 2 -yl 




3-335 


NMe2 


CH-CH 


(CH2)5 


0 


1,2, 4 -Triazo- 3 -yl 


50 


3-336 


NMe2 


CH-CH 


(CH2)5 


0 


1, 2, 4 -Triazo- 5 -yl 
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Table 3 ^nn^,^,) 





Cpd. 














No. 




A 


B 


m 




10 
















3-337 


NMe- 

2 


CH=CH 


2 5 


0 


Pyin2-2-yl 




3-338 


2 


CH=CH 


{CH2)5 


0 


Pymz - 4 - y 1 


15 


3-339 


2 


CH=CH 


(CH_) ^ 
2 6 


0 


1,3,4- Oxadiazo - 2 - vl 




3-340 


NMe^ 


CH-CH 


(CH^) - 
2 6 


0 


1,2, 4 -Triazo- 3 -yl 




3-341 


2 


CH-CH 


(CH^)^ 
2 6 


0 


1,2, 4 -Triazo- 5 - vl 


20 


3-342 


NMe^ 

2 


CH=CH 


(CH,)^ 
2 6 


0 


Pymz-2-yl 


3-343 


NMe^ 


CH=CH 


(CH,)^ 
2 6 


0 


Pyinz-4-yl 




3-344 


NEt_ 
2 


CH=CH 


CH^ 
2 


0 


1,3, 4 -Oxadiazo* 2 -yl 




3-345 


2 


CH=CH 


CH^ 


0 


1.2. 4 -Triazo- 3 -vl 


25 


3-346 


2 


CH=CH 


CH„ 
w«2 


0 


Pvmz - 2 - vl 




3-347 


NEt„ 
2 


CH=CH 


CH^CH- 
2 2 


0 


1,3,4- Oxadiazo - 2 - vl 




3-348 


NEt, 
2 


CH-CH 


2 2 


0 


1,2, 4 -Triazo- 3 - vl 


30 


3-349 


NEt- 
2 


CH-CH 


CHoCH^ 
2 2 


0 


Pyinz - 2 - y 1 




3-350 


2 


CH-CH 


CH_CH^ 
2 2 


0 


Pymz-4-yl 




3-351 


2 


CH=CH 


(CH-)- 
2 3 


0 


Iindazo-2-yl 




3-352 


NEt, 


CH=CH 


(CH,), 
2 3 


0 


Iindazo-4-yl 


35 


3-353 


NEt, 
z 


CH=:CH 


(CH,)- 
2 3 


0 


1, 3,4-0xadiazo*2-yl 




3-354 


NEt, 
z 


CH=CH 


(CH,), 
2 3 


0 


1,3,4- Thiadiazo- 2 -yl 




3-355 


NEt^ 
2 


CH=CH 


(CH-)- 
2 3 


0 


1,2, 4 -Triazo- 3 -yl 


40 


3-356 


NEt_ 
2 


CH=CH 


(CH^) _ 
2 3 


0 


1,2,4- Triazo- 5 - vl 




3-357 


NEt^ 


CH=CH 


(CH,)- 
2 3 


0 


Tetrazo-5-yl 




3-358 


NEt2 


CH=CH 


(CH2)3 


0 


Py z - 2 - y 1 


45 


3-359 


NEt2 


CH-CH 


(CH2)3 


0 


PyTnz-2'-yl 


3-360 


NEt2 


CH-CH 


(CH2)3 


0 


Pymz-4-yl 




3-361 


NEt2 


CH-CH 


(CH2)4 


0 


1,3,4- Oxadiazo - 2 - yl 




3-362 


NEt2 


CH-CH 




0 


1,2, 4 -Triazo- 3 -yl 


SO 


3-363 


NEt2 


CH=CH 




0 


Pymz-2-yl 




3-364 


NEt2 


CH-CH 


(CH2)4 


0 


Pymz - 4 - yl 
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Table 3 (ooni- ] 



Cpd. 



No. 




3\ 


B 


m 


r5 


3-365 


NEt 




(CH^) 
^ 2' 5 


n 

w 




3-366 


NEt 






u 


X / ^ f ^ - i xxazo - J - y i 


3-367 


NEt 




(CH ) 
^ 2^ 5 


n 


It jfill^ ^ Jr ^ 


3-368 


NEt 




^^"2^5 


u 




3-369 


NEt« 
^2 


CH«CH 


(CH ) 
^^2^6 


n 


X / ^ / ^ wActUxakSU A y J* 


3-370 


NEt-. 




(CH ) 
^^^2' 6 


n 


X / ^ , ^ - ix xttZU- D y-1- 


3-371 


NEt 




(CH ) 


n 
u 


<ryiil2 - A - y i 


3-372 


NEt« 
^^2 


CH=CH 


(CH ) 
^^"2^6 


n 




3-373 


Azi 


CH=CH 


(CH ) 


n 


X f ^ f *t - Ix xaZU- J yj- 


3-374 


Azl 


CH=CH 


(CH ) 


n 


iryiii^ ^ y X 


3-375 


Aze 


CH=CH 


(CH ) 
2^3 


n 
\j 


X , ^ , ^ - 1 X xazo- 0 y^ 


3-376 


Aze 


CH=CH 


(CH^) ^ 
^ 2^3 


0 


* jrillA ^ Jf X 


3-377 


Pip 


CH«CH 


CH^ 
^"2 




Tn)rta ^0- 5 - vl 


3-378 


Pio 


CH=CH 


CH^ 
2 


1 


1 3 4 - Oirarf "i a «- 5 -vl 

X f J / "X vJLClVAXCl^ W ^ jr X 


3-379 


Pip 


CH«CH 


CH^ 
^"2 


1 


1 4 -Till arfi a yo- 9 


3-380 


Pip 


CH=CH 


CH^ 
2 


1 


1 2 4 -Tr-iazo- - vl 


3-381 


Pip 




CH 
^"2 


1 


1 9 4 -Tti a "TO- -vl 
x^^f *i-±xxeL^v.^ 3— yx 


3-382 


Pip 


CH=CH 


CH 


1 


XCCXCl^W 3 JfX 


3-383 


Pip 


CH=CH 


CH^ 
^"2 


1 


■« ^ J; 


3-384 


Pip 


CH=CH 


CH^ 
^2 


1 


2 -Mp - Pv7 - 7 - vl 

^ li^AC C y £a £t Jf 


3-385 


Pip 


CH=CH 


CH^ 
2 


1 


Pymz - 2 - y 1 


3-386 


Pip 


CH=CH 


CH2 


1 


4-Me-Pymz-2-yl 


3-387 


Pip 


CH=CH 


C«2 


1 


6 - Me - Pymz - 4 - y 1 


3-388 


Pip 


CH=CH 


CH2CH2 


1 


1,3,4- Oxadiazo - 2 -yl 


3-389 


Pip 


CH=CH 


CH2CH2 


1 


1,2, 4-Triazo-3-yl 


3-390 


Pip 


CH=CH 


CH2CH2 


1 


l,2,4-Triazo-5-yl 


3-391 


Pip 


CH=CH 


CH2CH2 


1 


Pyz-2-yl 


3-392 


Pip 


CH=CH 


CH2CH2 


1 


3-Me-Pyz-2-yl 



121 



EP 0 562 833 A1 

Table 3 (nr.r.^^) 



Cpd. 





No. 


r1 


IV 


B 


m 


r5 


3 


-393 
^ <j 


P-in 




^"2 2 


J. 


f^jflUA y X 


3 


-394 


ir'ip 




*-"2 2 




Jrjriii^ ■* y X 


3 


-395 

^ ^ <j 


Pirj 
rip 




^"2 2 


X 


^ ruc ryrnz z y x 


3 


-396 


Pin 
rip 




CH CH 
'-"2 2 


X 


^ I'lc r y lu^ ^ - y X 


3 


-397 


Pin 


CH«CH 


^'-"2' 3 


1 


Tindazo-2-vl 


3 


-398 


PiD 


CH=CH 


(CH ) 


1 


Tnifia.zn- 4 - vl 
x&iiKAvkAw ^ y *— 


3 


-399 


PXD 


CH«CH 


^'-"2^3 


1 


1 3 4 - Oxadiazo - 2 - vl 


3 


-400 


Pio 




(CH ) 
^^"2^3 


1 

X 


X f J 1 ^ - xiixGiuxci2u ^ yx 


3 


-401 


Pit) 




(CH ) 


1 

X 


Xf ^ xxxci^W t^ yx 


3 


-402 


Pio 


CHasPH 


(CH ) 


1 

X 


■Lf^f^ xx ioi^iJ 3 yx 


3 


-403 


Pin 


CH=CH 


(CH ) 


X 


X X ci^u w y X 


3 


-404 


PiD 


CH=CH 


(CH ) 


1 


Pvz - 9 - vl 
f^y A* ^ y 


3 


-405 


PiD 


CH=CH 


(CH ) 


1 


Pvrnz - 2 - vl 


3 


-406 


PiD 


CH=CH 


(CH-) 


1 


Pvmz - 4 - vl 


3 


-407 


Pio 


CHaCH 


(CH \ 


X 


X J ^ ** - i^JLcivi.xa.2(j - A - y i 


3 


-408 


PiD 


CH«CH 


(CH ) 


X 


1 2 4 -Trlazo- -vl 


3 


-409 


PiD 
cx^ 


CH=CH 


(CH ) 


1 

X 


1 2 4-Triazn- R-vl 
Xf^/'x xxxciiuW ^ yx 


3 


-410 


PiD 


CH=CH 


(CH^) 


1 


Tetrazo- 5 - vX 


3 


-411 


PiD 


CH=CH 


{CH«) 


1 


Py z - 2 - y 1 


3 


-412 


PiD 


CH=CH 


(CH«) 


1 


Pvmz - 2 - vl 


3 


-413 


Pip 


CH=CH 


(CH,) . 
2 4 


1 


Pyniz-4-yl 


3 


■414 


Pip 


CH=CH 


CH2CH(Me)CH2 


• 1 


1, 3 , 4-Oxadiazo-2-yl 


3 


-415 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


l,2,4-Triazo-3-yl 


3 


-416 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


1,2,4- Triazo- 5 -yl 


3 


-417 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


Pyinz-2-yl 


3 


-418 


Pip 


CH=CH 


CH2CH(Me)CH2 


1 


Pyinz-4-yl 


3 


-419 


Pip 


CH=CH 


(CH2)5 


1 


1, 3 ,4-0xadiazo-2-yl 


3- 


-420 


Pip 


CH=CH 


(CH2)5 


1 


1,2, 4 -Triazo- 3 -yl 
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Table 3 (r^n^ ) 



Cpd. 





No, 




A 


B 
D 




K 




3 


-421 


Pin 




(PH ^ 


X 




-yi 


3 


-422 


Jr'ip 




^ PW ^ 


X 


Fyinz - z - y ± 




3 


-423 




OH— 


f PW ^ 


•t 
X 


pymz - 4 - yj. 




3 


-424 


Pin 


PW— PW 

XI— V^Xl 


^PH ^ 


1 


1 ^ ^ f 4 v/AClvIlaZO 


-2-yl 


-a 
J 


-425 




PW— PW 


^PW \ 


1 


1, z , 4-Triazo-3 


-yl 


-a 
J 


-426 


Pin 
rip 




^ PW \ 


1 


1 , z , 4 - Trxazo - 5 


-yl 


3 


-427 


Pin 






1 


Fymz - z - y 1 




3 


-428 


Pin 






1 


xryiii2 " 4 - yx 




3 




Pt n 
rip 


PH— PW 






1 # 0 f 4 - oxaciazo 


-2-yl 


3 


-430 


Pin 








X , z , 4- iiriazo- J 


-yl 


3 


-431 


Pin 
rip 


PHaPH 


^^2 




trymz " z - y 1 




3 


-432 


Pin 


CH=CH 


^"2 2 




1 , 3 , 4 - Oxadiazo 


-2-yl 


3 


-433 


Pin 




*-"2^"2 


•> 


l,2,4-Triazo-3 


-yl 


3 


-434 


Pin 




■-"2 "2 




Pyinz-2-yl 




3 


-435 


Pin 
rxp 


PW— PW 


^"2 ^"2 


Z 


Pymz-4-yl 




3 


-436 


Pin 


CH=CH 


(CH ) 




lmdazo-2-yl 




3 


-437 


Pin 




^'-"2' 3 




Inidazo-4-yl 




3 


-438 


Pin 




f PH 1 




1,3,4-Oxadiazo 


-2-yl 


3. 


-439 


Pi n 
rxp 


PHssPW 


f PH ) 


z 


1,3,4- Thiadiazo - 2 - yl 


3 . 


-440 


Pin 


PWssPH 


f PH ) 




1,2 , 4-Triazo-3 


-yl 


3- 


-441 


Pip 


CH=CH 


(CH^) ^ 


2 


1,2, 4-Triazo-5 


-yl 


3- 


-442 


Pip 


CH=CH 


(^2)3 


2 


Tetrazo-5-yl 




3- 


-443 


Pip 


CH=CH 


(CH2)3 


2 


Pyz-2-yl 




3- 


-444 


Pip 


CH=CH 


(^2)3 


2 


Pyinz-2-yl 




3- 


-445 


Pip 


CH=CH 


(^2)3 


2 


Pyinz-4-yl 




3- 


-446 


Pip 


CH-CH 




2 


1,3 , 4-Oxadiazo- 


-2-yl 


3- 


■447 


Pip 


CH=CH 


(CH2)4 


2 


1,2, 4-Triazo-3• 


-yl 


3- 


■448 


Pip 


CH=CH 


(CH2)4 


2 


PyInz-2-yl 
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Table 3 (n»r,^ I 



Cpd, 



No. 




A 


n 
0 


ni 


K 








Flp 


CH=CH 




2 


pyinz - 4 - y 1 




3 


-450 




Cn=CH 


^ pu ^ 

(^2)5 


2 


1,3,4- uxauiazo-2 -yi 






■± ^ X 


Pip 


CH=CH 


(CH2)5 


2 


1^2,4- Triazo- 3 -yl 




3 


-452 


Fip 




^ CH \ 




Fyiuz - z - y 1 




3 


-453 


Pip 


Cn=CH 


(CH2)5 


2 


Pymz - 4 - y 1 




3 


-454 


Fip 




/PW \ 


z 


1 , J , 4 - UXaQia zo - z - y 1 




3 


-455 


FXp 


wxi&sv.Jri 


^ CH ^ 




1 f z , 4 ~ X z^iazo ~ 3 ^yi 




3 


-456 


fip 




^ CH \ 




irymz - z - y X 




3 


-457 


Fip 


^ Jin ^11 


/ PW \ 

^'^"2^6 




jryiuz - 4 - y 1 




3 


-458 


JL 




/ CH \ 




X , Z , 4 - 1 X XaZO - J yi 




3 


-459 






^ CH \ 




xrymz - z - y X 




3 


-460 


& T A 


PW— PW 


( PW \ 

(CH2)3 


1 


1, 2, 4 -Triazo- 3 -yl 




3 


-461 




PU— PIT 


/ PW ^ 

(^2)3 


J. 


Pymz - 2 - y 1 




3 


-462 


Fip 


PM PW 

2 2 


PW 

CH2 


A 

u 


Imdazo-2-yl 




3 


-463 


FIP 


PH PW 

^"2 ^^2 


PW 

CH2 


n 
u 


lmdazo-4-yl 




3 


-464 


Pt t> 
Fip 


PM PW 


PW 

CH^ 


u 


l-Me- Imdazo-2-yl 




3 


-465 




"-"2^ 2 


PW 


n 

u 


1, 3 , 4-0xadiazo-2-yl 




3 


-466 


Pt T*i 


CP PH 

'-"2^"2 


PW 


u 


5-Me-l, 3 ,4-Oxadiazo- 


2-yl 


3 


-467 




•""2 "2 


PH 


n 


1, 3 , 4-Thiadiazo-2-yl 


3 


-468 


Pin 


CH CH 


PW 

^^2 


0 


5-Me-l, 3 ,4-Thiadiazc 


»-2-yl 


3 


-469 




CH„CH« 
^"2 2 


CH 


0 


l,2,4-Triazo-3-yl 




3 


-470 


Pip 


CHjCHj 


CH2 


0 


1, 2, 4 -Triazo- 5 -yl 




3 


-471 


Pip 


CH2CH2 


CH2 


0 


l-Me- 1, 2 , 4 -Triazo- 3- 


yl 


3 


-472 


Pip 


CH2CH2 


CH2 


0 


1 - Me - 1 , 2 , 4 - Triazo - 5 - 


yl 


3 


-473 


Pip 


CH2CH2 


CH2 


0 


5 -Me- 1 ,2,4 -Triazo- 3 - 


yl 


3 


-474 


Pip 


CH2CH2 


CH2 


0 


Tetra2o-5-yl 




3 


■475 


Pip 


CH2CH2 


CH2 


0 


l-Me-Tetrazo-5-yl 




3 


-476 


Pip 


CH2CH2 




0 


Py2-2-yl 
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Table 3 (r^r^r^^ 



Cpd. 
No. 



B 



3-477 


Pip 


CH2CH2 


C«2 


0 


Pyz-3-yl 


3-478 


Pip 


CH2CH2 


CH2 


0 


Pyz-4-yl 


3-479 


Pip 


CH2CH2 


CH2 


0 


3-Me-Pyz-2-yl 


3-480 


Pip 


CH2CH2 


C«2 


0 


2-Me-Pyz-4-yl 


3-481 


Pip 


CH2CH2 


CH2 


0 


3-NH2-Pyz-2-yl 


3-482 


Pip 


CH2CH2 


CH2 


0 


4-NH2-Pyz-3-yl 


3-483 


Pip 


CH2CH2 


CH2 


0 


3-NH2-Pyz-4-yl 


3-484 


Pip 


CH2CH2 


^2 


0 


3-HO-Pyz-2-yl 


3-485 


Pip 


CH2CH2 


^«2 


0 


2-H0-Py2-4-yl 


3-486 


Pip 


CH2CH2 


CH2 


p 


Pymz-2-yl 


3-487 


Pip 


CH2CH2 


CH2 


0 


Pyin2-4-yl 


3-488 


Pip 


CH2CH2 


C»2 


0 


4-Me-Pymz-2-yl 


3-489 


Pip 


CH2CH2 


CH2 


0 


5-Me-Pymz-2-yl 


3-490 


Pip 


CH2CH2 


C«2 


0 


2 -Me - Pymz - 4 -yl 


3-491 


Pip 


CH2CH2 


^^2 


0 


5-Me-Pym2-4-yl 


3-492 


Pip 


CH2CH2 


^«2 


0 


6 -Me - Pymz - 4 -yl 


3-493 


Pip 


CH2CH2 


CH2 


0 


2-Me-Pymz-5-yl 


3-494 


Pip 


CH2CH2 


CH2 


0 


4-NH2-Pyinz-2-yl 


3-495 


Pip 


CH2CH2 


CH2 


0 


5 - NHj - Pymz - 2 -yl 


3-496 


Pip 


CH2CH2 


CH2 


0 


2-NH2-Pymz-4-yl 


3-497 


Pip 


CH2CH2 


CH2 


0 


4 -NH2 - 5 - HO- Pymz -2 -yl 


3-498 


Pip 


CH2CH2 


CH2 


0 


2-NH2-5-H0-Pymz-4-yl 


3-499 


Pip 


CH2CH2 


CH2 


0 


5-NH2-2-HO-Pymz-4-yl 


3-500 


Pip 


CH2CH2 


CH2CH2 


0 


Imdazo-2-yl 


3-501 


Pip 


CH2CH2 


CH2CH2 


0 


Imdazo-4-yl 


3-502 


Pip 


CH2CH2 


CH2CH2 


0 


1-Me- Imdazo-2-yl 


3-503 


Pip 


CH2CH2 


CH2CH2 


0 


1, 3,4-0xadiazo-2-yl 


3-504 


Pip 


CH2^"2 


CH2CH2 


0 


5 -Me- 1 ,3,4 -Oxadiazo- 2 
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Table 3 ^^^nr.) 



5 





Cpd. 














10 


No. 




A 


B 








3-505 


Pip 


CH2CH2 


CH2CH2 


0 


1,3, 4 -Thiadiazo- 2 - 


yl 




3-506 


Pip 


CH2CH2 


. CH2CH2 


0 


5 - Me - 1 , 3 , 4 - Thiadiazo - 2 


16 


3-507 


Pip 


CH2CH2 


CH2CH2 


0 


1,2, 4 -Triazo- 3 -yl 






3-508 


Pip 


CH2CH2 


CH2CH2 


0 


1,2, 4 -Triazo-5 -yl 






3-509 


Pip 


CH2CH2 


CH2CH2 


0 


2, 4-Triazo- 


3-yl 


20 


3-510 


Pip 


CH2CH2 


CH2CH2 


0 


l-Me-l, 2, 4-Triazo- 


5-yl 




3-511 


Pip 


CH2CH2 


CH2CH2 


0 


5 -Me- 1,2, 4 -Triazo- 


3-yl 
•* 




3-512 


Pip 


CH2CH2 


CH2CH2 


0 


Tetrazo-5-yl 






3-513 


Pip 


CH2CH2 


CH2CH2 


0 


l-Me-Tetrazo-5-yl 




25 


3-514 


Pip 


CH2CH2 


CH2CH2 


0 


Py2-2-yl 






3-515 


Pip 


CH2CH2 


CH2CH2 


0 


Pyz-3-yl 






3-516 


Pip 


CH2CH2 


CH2CH2 


0 


Pyz-4-yl 




30 


3-517 


Pip 


CH2CH2 


CH2CH2 


0 


4-Me-Pyz-2-yl 




3-518 


Pip 


CH2CH2 


CH2CH2 


0 


2-Me-Py2-4-yl 






3-519 


Pip 


CH2CH2 


CH2CH2 


0 


3-NH^-Pyz-2-yl 






3-520 


Pip 


CH2CH2 


CH2CH2 


0 


3-NH2-Pyz-4-yl 




3S 


3-521 


Pip 


CH2CH2 


CH2CH2 


0 


3-HO-Pyz-2-yl 






3-522 


Pip 


CH2CH2 


CH2CH2 


0 


2-HO-Pyz-4-yl 






3-523 


Pip 


CH2CH2 


CH2CH2 


0 


Pyinz-2-yl 




40 


3-524 


Pip 


CH2CH2 


CH2CH2 


0 


Pymz-4-yl 




3-525 


Pip 


CH2CH2 


CH2CH2 


0 


Pymz-5-yl 






3-526 


Pip 


CH2CH2 


CH2CH2 


0 


4-Me-Pyinz-2-yl 






3-527 


Pip 


CH2CH2 


CH2CH2 


0 


5-Me-Pymz-2-yl 




46 


3-528 


Pip 


CH2CH2 


CHjCHj 


0 


2-Me-Pymz-4-yl 






3-529 


Pip 


CH2CH2 


CH2CH2 


0 


5-Me-Pymz-4-yl 






3-530 


Pip 


CH2CH2 


CH2CH2 


0 


6-Me-Pymz-4-yl 




50 


3-531 


Pip 


CH2CH2 


CH2CH2 


0 


4-NH2-Pymz-2-yl 




3-532 


Pip 


CH2CH2 


CH2CH2 


0 


5-NH2-Pym2-2-yl 
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Table- 3 f^^nti.) 



Cpd. 





No. 


r1 


A 


B 




m 


r5 


3 


-533 


Pip 


CH^CH^ 


CH2CH2 


0 


2-NH^-Pym2-4-yl 


3 


-534 


Pip 


CH_CH- 


CH2CH2 


0 


4-H0-Pymz-5-yl 


3 


-535 


Pip 


CH-CH- 


CH2CH2 


0 


4-NH^-5-H0-Pymz-2-yl 


3 


-536 


Pip 


CH2CH2 


CH2CH2 


0 


2 -NHj - 5 -HO- Pymz - 4 - yl 


3 


-537 


Pip 


CH2CH2 


CH2CH2 


0 


5 -NH, - 2 -HO- Pymz - 4 -yl 


3 


-538 


Pip 


CHjCHj . 


(CH« 


' 3 


0 


Iinda2o-2-yl 


3 


-539 


Pip 


CH2CH2 


(CH« 


' 3 


0 


Imda20-4-yl 


3 


-540 


Pip 


CH2CH2 


(CH^ 
^ 2 


3 


0 


l-Me-Imdazo-2-yl 


3 


-541 


Pip 


CH2CH2 


(CHo 


3 


0 


2-Me-Imdazo-4-yl 


3 


-542 


Pip 


CH_CH, 


(CH^l 
I w*2 i 


3 


0 


1 , 3 1 4 - Oxadiazo - 2 - yl 


3 


-543 


Pip 


CH^CH_ 


(CH2] 


0 


0 


5-Me-l, 3 , 4 -Oxadiazo- 2- yl 


3 


-544 


Pip 


CH2CH2 


(CH2] 


'3 


0 


5-Et-l,3,4- Oxadiazo - 2 - y 1 


3 


-545 


Pip 


CH2CH2 


(CH2] 


'3 


0 


3,4-0xadiazo-2-yl 


3 


-546 


Pip 


CH2CH2 


(CH2I 


3 


0 


5 - AcNH - 1 , 3 , 4 - Oxadiaz 0 - 2 - y 1 


3 


-547 


Pip 


CH2CH2 


(CH2] 


3 


0 


1,3, 4 -Thiadiazo- 2 -yl 


3 


-548 


Pip 


CH2CH2 


(CH2] 


3 


0 


5-Me-l,3,4- Thiadiazo - 2 - yl 


3 


-549 


Pip 


CHjCHj 


(CHj] 


3 


0 


5 -NH^ - 1 , 3 , 4 -Thiadiazo - 2 -yl 


3 


-550 


Pip 


CHjCHj 


(CHj] 


3 


0 


1,2,4 -Triazo- 3 -yl 


3 


-551 


Pip 


CH2CH2 


(CH2] 


3 


0 


l,2,4-Triazo-5-yl 


3 


-552 


Pip 


CH2CH2 


(CH2) 


3 


0 


l-Me-l,2,4-Tria20-3-yl 


3 


-553 


Pip 


CH2CH2 


(CH2] 


3 


0 


l-Me-l,2,4-Tria20-5-yl 


3 


-554 


Pip 


CH2CH2 


{CH2) 


3 


0 


5-Me-l, 2,4-Triazo-3-yl 


3 


•555 


Pip 


CH2CH2 


(CH2) 


3 


0 


5 - CI - 1 , 2 , 4 - Tria zo - 3 - yl 


3- 


-556 


Pip 


CH2CH2 


(CH2) 


3 


0 


5-NH2-l,2,4-Triazo-3-yl 


3- 


-557 


Pip 


CH2CH2 


(CH2) 


3 


0 


5 - AcNH- 1,2,4- Triazo - 3 -yl 


3- 


-558 


Pip 


CH2CH2 


(CH2) 


3 


0 


Tetrazo-5-yl 


3- 


•559 


Pip 


CH2CH2 


(CHj) 


3 


0 


l-Me-Tetrazo-5-yl 


3- 


•560 


Pip 


CH2CH2 


(CHj) 


3 


0 


i-Et-Tetrazo-5-yl 
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Table 3 rr.»»«-,| 



Cpd. 
No. 



B 



m 



3 


-561 


Pip 


CH2CH2 


(CH2 


' 3 


0 


1- (2-HOEt) -Tetrazo 


3 


-562 


Pip 


CH2CH2 


(CH2 


*3 


0 


Pyz-2-yl 


3 


-563 


Pip 


CH2CH2 


(CH2 


*3 


0 


Pyz-3-yl 


3 


-564 


Pip 


CH2CH2 


(CH2 


* 3 


0 


Pyz-4-yl 


3 


-565 


Pip 


CH2CH2 


(CH2 


*3 


0 


3-Me-Pyz-2-yl 


3 


-566 


Pip 


CH2CH2 




* 3 


0 


5-Me-Pyz-2-yl 


3 


-567 


Pip 


CH2CH2 


(CH2: 


*3 


0 


2-Me-Pyz-4-yl 


3 


-568 


Pip 


CH2CH2 


{CH2] 


*3 


0 


3-Me-Pyz-4-yl 


3 


-569 


Pip 


CH2CH2 


(CH2] 


*3 


0 


3-Cl-Pyz-2-yl 


3 


-570 


Pip 


CH2CH2 


(CH2] 


'3 


0 


3-Cl-Pyz-4-yl 


3 


-571 


Pip 


CH2CH2 


(CH2I 


*3 


0 


3-NH2-Pyz-2-yl 


3 


-572 


Pip 


CH2CH2 


{CH2I 


'3 


0 


5-NH2-Pyz-2-yl 


3 


-573 


Pip 


CH2CH2 




3 


0 


4-NH2-Pyz-3-yl 


3 


-574 


Pip 


CH2CH2 


(CH2] 


3 


0 


3-NH2-Pyz-4-yl 


3 


-575 


Pip 


CH2CH2 


(CH2) 


3 


0 


3-HO-Pyz-2-yl 


3 


-576 


Pip 


CH2CH2 


(CH2) 


3 


0 


5-HO-Pyz-2-yl 


3 


-577 


Pip 


CH2CH2 


(CH2) 


3 


0 


2-H0-Pyz-4-yl 




. cr Q 


Pip 


CH2CH2 


(CH2) 


3 


0 


3 - HO - Py z - 4 - yl 


3 


-579 


Pip 


CH2CH2 


(CH2) 


3 


0 


Pymz-2-yl 


3 


-580 


Pip 


CH2CH2 


(CHj) 


3 


0 


Pyinz-4-yl 


3 


-581 


Pip 


CH2CH2 


(CH2) 


3 


0 


Pymz- 5-yl 


3 


-582 


Pip 


CH2CH2 


{CH2) 


3 


0 


4 -Me - Pymz - 2 -yl 


3- 


-583 


Pip 


CH2CH2 


(CH2) 


3 


0 


5-Me-Pymz-2-yl 


3- 


-584 


Pip 


CH2CH2 


(CH2) 


3 


0 


2 -Me- Pymz- 4 -yl 


3- 


■585 


Pip 


CH2CH2 


(CH2) 


3 


0 


5 -Me- Pymz - 4 -yl 


3- 


■586 


Pip 


CH2CH2 


{CH2) 


3 


0 


6-Me-Pymz-4-yl 


3- 


•587 


Pip 


CH2CH2 


(CH2) 


3 


0 


4-Cl-Pymz-2-yl 


3- 


■588 


Pip 


CH2CH2 


(CH2) 


3 


0 


2 -Me- Pymz- 4 -yl 
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Table 3 fr;^p^,) 



5 





Cpd. 












10 


No. 




A 


B 


m 




3-589 


Pip 




(CH2)3 


0 


4-NH2-Py^2-2-yl 




3-590 


Pip 


CH^CH^ 


(CH2)3 


0 


5-NH2-Pyin2-2-yl 


IS 


3-591 


Pip 


CH2CH2 


(CH2)3 


0 


2-NH2-Pymz-4-yl 




3-592 


Pip 


CH2CH2 


(CH2)3 


0 


5-NH^-Pym2-4-yl 




3-593 


Pip 


CH2CH2 


(CH2)3 


0 


4 - AcNH- Pymz - 2 - yl 


20 


3-594 


Pip 


CH2CH2 


(CH2)3 


0 


2 - AcNH - Pymz - 4 - yl 




3-595 


Pip 


CH2CH2 


(CH2)3 


0 


4-NH<5-5-HO-Pymz-2-yl 




3-596 


Pip 


CH2CH2 


(CH2)3 


0 


2 -NH, - 5 -HO- Pymz - 4 -yl 




3-597 


Pip 


CH2CH2 


(CH2)3 


0 


4 , 6 -diNH- - Pymz -2 -yl 


25 


3-598 


Pip 


CH2CH2 


(CH2)3 


0 


2 , 5 -diNH2 • Pymz - 4 -yl 




3-599 


Pip 


CH2CH2 


(CH2)4 


0 


Imdazo-2-yl 




3-600 


Pip 


CH2CH2 


(CHj)^ 


0 


1,3, 4 -Oxadiazo- 2 -yl 


30 


3-601 


Pip 


CH2CH2 


{CH2)4 


0 


1,3, 4 -Thiadiazo-2 -yl 


3-602 


Pip 


CH2CH2 


{CH2)4 


0 


l,2,4-Triazo-3-yl 




3-603 


Pip 


CH2CH2 




0 


l,2,4-Triazo-5-yl 




3-604 


Pip 


CH2CH2 




0 


Tetrazo-5~yl 


35 


3-605 


Pip 


CH2CH2 


(CH2)4 


0 


Pyz-2-yl 




3-606 


Pip 


CH2CH2 


(CHj)^ 


0 


Pyz-3-yl 




3-607 


Pip 


CH2CH2 


<C«2>4 


0 


Pyz-4-yl 


40 


3-608 


Pip 


CH2CH2 




0 


Pymz-2-yl 


3-609 Pip 


CH2CH2 


(CH2)4 


0 


Pymz-4-yl 




3-610 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


Imdazo-2-yl 




3-611 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


l,3,4-0xadia2O-2-yl 


45 


3-612 


Pip 


CHjCHj 


CH2CH(Me)CH2 


0 


1,3,4- Thiadiazo - 2 - yl 




3-613 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


l,2,4-Triazo-3-yl 




3-614 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


1,2,4- Tr iazo - 5 - yl 


SO 


3-615 


Pip 


CH2CH2 


CH2GH(Me)CH2 


0 


Tetrazo-5-yl 


3-616 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


Pyz-2-yl 
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Table 3 (yor,^,) 



6 





Cpd. 












10 


No. 




A 


B 


m 




3-617 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


Pyz-4-yl 




3-618 


Pip 


CH2CH2 


CH2CH(Me)CH2 


0 


Pymz-2-yl 


15 


3-619 


Pip 


CH2CH2 


CH2CH (Me)CH2 


0 


Pymz-4-yl 




3-620 


Pip 


CH2CH2 




0 


Imdazo-2-yl 




3-621 


Pip 


CH2CH2 


(CH2)5 


0 


1,3,4- Oxadiazo - 2 - y 1 


20 


3-622 


Pip 


CH2CH2 


(CH2)5 


0 


1,3,4- Thiadiazo - 2 - yl 




3-623 


Pip 


CH2CH2 


(CH2)5 


0 


l,2,4-Triazo-3-yl 




3-624 


Pip 


CH2CH2 


(CH2)5 


0 


l,2,4-Tria2o-5-yl 




3-625 Pip 


CH2CH2 


(CH2)5 


0 


Tetrazo-5-yl 


25 


3-626 


Pip 


CH2CH2 


(CH2)5 


0 


Pyz-2-yl 




3-627 


Pip 


CH2CH2 


(CH2)5 


0 


Pyz-4-yl 




3-628 


Pip 


CH2CH2 


(CH2)5 


0 


Pyinz-2-yl 


30 


3-629 


Pip 


CH2CH2 


(CH2)5 


0 


Pyinz-4-yl 


3-630 


Pip 


CH2CH2 


{CH2)g 


0 


Iindazo-2-yl 




3-631 


Pip 


CH2CH2 


{CH2)g 


0 


1,3, 4 -Oxadiazo- 2 -yl 




3-632 


Pip 


CH2CH2 


(C«2)6 


0 


1, 3, 4 -Thiadiazo- 2 -yl 


35 


3-633 


Pip 


CH2CH2 




0 


l,2,4-Triazo-3-yl 




3-634 


Pip 


CH2CH2 


^^«2^6 


0 


1, 2, 4-Triazo-5-yl 




3-635 


Pip 


CH2CH2 


(CH2)g 


0 


Tetrazo-5-yl 


40 


3-636 


Pip 


CH2CH2 


<C«2)6 


0 


Pyz-3-yl 


3-637 


Pip 


CH2CH2 


<^«2^6 


0 


Pyz-4-yl 




3-638 


Pip 


CH2CH2 




0 


Pyxnz - 2 - y 1 




3-639 


Pip 




<CH2)g 


0 


Pyinz-4-yl 


45 


3-640 


Pyr 


CHjCHj 


CH2 


0 


Imda2o-2-yl 




3-641 


Pyr 




^2 


0 


Imdazo-4-yl 




3-642 


Pyr 


CH2CH2 


C«2 


0 


1, 3, 4 -Oxadiazo- 2 -yl 


SO 


3-643 


Pyr 


CH2CH2 


CH2 


0 


1,3,4- Thiadiazo - 2 - yl 


3-644 


Pyr 


CH2CH2 


^^2 


0 


l,2,4-Triazo-3-yl 
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Table 3 fo^T^r ,) 



Cpd. 
No. 



B 



m 



3 


-645 


Pyr 


CH2CH2 


CH2 


0 


l,2,4-Triazo-5-yl 




3 


-646 


Pyr 


CH2CH2 


CH2 


0 


Tetrazo-5-yl 




3 


-647 


Pyr 


CH2CH2 


CH2 


0 


Pyz-2-yl 




3 


-648 


Pyr 


CH2CH2 


^«2 


0 


Pyz-4-yl 




3 


-649 


Pyr 


CH2CH2 


CH2 


0 


3-Me-Pyz-2-yl 




3 


-650 


Pyr 


CH2CH2 


CH2 


0 


2-Me-Pyz-3-yl 




3 


- 651 


Pyr 


CH2CH2 


CH2 


0 


3-NH2-Pyz-2-yl 




3 


-652 


Pyr 


CH2CH2 


CH2 


0 


2.HO-Pyz-3-yl 




3 


-653 


Pyr 


CH2CH2 




0 


Pymz-2-yl 




3 


-654 


Pyr 


CH2CH2 


CH2 


0 


Pyniz-4-yl 




3 


-655 


Pyr 


CH2CH2 


CH2 


0 


4 -Me- Pymz - 2 -yl 




3" 


-656 


Pyr 


CH2CH2 


^2 


0 


5-Me-Pymz-2-yl 




3- 


-657 


Pyr 


CH2CH2 


^2 


0 


2 - Me - Pymz - 4 - y 1 




3 • 


-658 


Pyr 


CH2CH2 


CH2 


0 


6 -Me - Pymz - 4 -yl 




J ■ 




Pyr 


CH2CH2 


CH2 


0 


4-NH2-Pymz-2-yl 




J - 


C C C\ 


Pyr 


CH2CH2 


CH2 


0 


4 -HO- Pymz- 2 -yl 




J - 


• DOl 


Pyr 


CH2CH2 


^"2 


0 


4-NH2-5-HO-Pyinz-2- 


■yl 


3 . 


•662 






CH2CH2 


0 


Imdazo-2-yl 




3- 


663 


Pyr 


CH2CH2 


CH2CH2 


0 


Iindazo-4-yl 




3- 


664 


Pyr 


CH2CH2 


CH2CH2 


0 


1, 3 ,4-0xadiazo-2-yl 


3- 


665 


Pyr 


CH2CH2 


CH2CH2 


0 


l,3,4-Thiadiazo-2- 


yl 


3- 


666 


Pyr 


CH2CH2 


CH2CH2 


0 


1,2,4- Triazo - 3 - yl 




3- 


667 


Pyr 


CH2CH2 


CH2CH2 


0 


l,2,4-Triazo-5-yl 




3- 


668 


Pyr 


CH2CH2 


CH2CH2 


0 


Tetrazo-5-yl 




3- 


669 


Pyr 


CH2CH2 


CH2CH2 


0 


Pyz-2-yl 




3- 


670 


Pyr 


CH2CH2 


CH2CH2 


0 


Py z - 4 - yl 




3- 


671 


Pyr 


CH2CH2 


CH2CH2 


0 


3-Me-Pyz-2-yl 




3- 


672 


Pyr 


CH2CH2 


CH2CH2 


0 


3-NH2-Pyz-2-yl 
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Table 3 ( nr^r,^ ^ I 



Cpd. 
No. 




A 


B 


Si 


r5 


3-673 


Pyr 


CH2C«2 


CH2CH2 


0 


3-H0-Py2-2-yl 


3-674 


Pyr 


CH2CH2 


CH2CH2 


0 


Pymz-2-yl 


3-675 


Pyr 


CH2CH2 


CH2CH2 


0 


Pyinz-4-yl 


3-676 


Pyr 


CH2CH2 


CH2CH2 


0 


Pymz-s-yl 


3-677 


Pyr 


CH2CH2 


CH2CH2 


0 


4-Me-Pyinz-2-yl 


3-678 


Pyr 


CH2CH2 


CH2CH2 


0 


5-Me-Pymz-2-yl 


3-679 


Pyr 


CH2CH2 


CH2CH2 


0 


2-Me-Pymz-4-yl 


3-680 


Pyr 


CH2CH2 


CH2CH2 


0 


5-Me-Pymz-4-yl 


3-681 


Pyr 


CH2CH2 


CH2CH2 


0 


4-NH2-Pymz-2-yl 


3-682 


Pyr 


CH2CH2 


CH2CH2 


0 


2-H0-Pymz-2-yl 


3-683 


Pyr 


CH2CH2 


(CH2)3 


0 


Imdazo-2-yl 


3-684 


Pyr 


CH2CH2 


(CH2)3 


0 


Imdazo-4-yl 


3-685 


Pyr 


CH2CH2 


(CH2)3 


0 


1,3,4- Oxadiazo- 2 - yl 


3-686 


Pyr 


CH2CH2 


(CH2)3 


0 


1,3,4- Thiadia zo - 2 - yl 


3-687 


Pyr 


CH2CH2 


(CH2)3 


0 


1, 2, 4-Triazo-3-yl 


3-688 


Pyr 


CH2CH2 


(CH2)3 


0 


1,2,4- Tr iazo - 5 - yl 


3-689 


Pyr 


CH2CH2 


(CH2)3 


0 


Tetrazo-5-yl 


3-690 


Pyr 


CH2CH2 


(CH2)3 


. 0 


Pyz-2-yl 


3-691 


Pyr 


CH2CH2 


(CH2)3 


0 


Pyz-3-yl 


3-692 


Pyr 


CH2CH2 


(CH2)3 


0 


Pyz-4-yl 


3-693 


Pyr 


CH2CH2 


(CH2)3 


0 


3-Me-Pyz-2-yl 


3-694 


Pyr 


CH2CH2 


(CH2)3 


0 


2-Me-Pyz-4-yl 


3-695 


Pyr 


CH2CH2 


( ^ 3 


0 


2-Cl-Pyz-3-yl 


3-696 


Pyr 


CH2CH2 


(CH2)3 


0 


3-NH2-Pyz-2-yl 


3-697 


Pyr 


CH2CH2 


(CH2)3 


0 


3-NH2-Pyz-4-yl 


3-698 


Pyr 


CH2CH2 


(CH2)3 


0 


3-HO-Pyz-2-yl 


3-699 


Pyr 


CH2CH2 


(012)3 


0 


Pymz-2-yl 


3-700 


Pyr 


CH2CH2 


(CH2)3 


0 


Pyniz-4-yl 
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Table 3 (r-oni-, ) 



Cpd. 

No. 


r1 


A 


B 


m 


r5 


3-701 


Pyr 


CH2CH2 


(CH2)3 


0 


4-Me-Pymz-2-yl 


3-702 


Pyr 


CH2CH2 


(CH2)3 


0 


2-Me-Pymz-4-yl 


3-703 


Pyr 


CH2CH2 


(CH2)3 


0 


5-Me-Pymz-4-yl 


3-704 


Pyr 


CH2CH2 


(CH2)3 


0 


4-Me-Pymz-5-yl 


3-705 


Pyr 


CH2CH2 


^^^2^3 


0 


5-NH2-Pymz-2-yl 


3-706 


Pyr 


CH2CH2 


(CH2)3 


0 


2 -NH2 - Pymz - 4 -yl 


3-707 


Pyr 


CH2CH2 


■ (CH2)3 


0 


2-H0-Pymz-4-yl 


3-708 


Pyr 


CH2CH2 


{CH2)3 


0 


4-NH2-5-H0-Pymz-2-yl 


3-709 


Pyr 


CH2CH2 


(CH2)3 


0 


2-NH2-5-H0-Pym2-4-yl 


3-710 


Pyr 


CH2CH2 


.(CH2)3 


0 


4, 6-diNH2-Pymz-2-yl 


3-711 


Pyr 


CH2CH2 




0 


Imdazo-2-yl 


3-712 


Pyr 


CH2CH2 


{CH2)4 


0 


1,3,4- Oxadiazo - 2 - yl 


3-713 


Pyr 


CH2CH2 


{CHj)^ 


0 


1,3 ,4-Thiadiazo-2-yl 


3-714 


Pyr 


CH2CH2 


{CH2)4 


0 


1,2 , 4-Triazo-3-yl 


3-715 


Pyr 


CH2CH2 




0 


1,2 , 4-Triazo-5-yl 


3-716 


Pyr 


C«2^«2 


{CH2)4 


0 


Tetrazo-5-yl 


3-717 


Pyr 


CH2^2 


{CHj)^ 


0 


PyZ"2-yl 


3-718 


Pyr 


CH2CH2 


{CH2)4 


0 


Pyz-3-yl 


3-719 


Pyr 


CH2CH2 




0 


Pyz-4-yl 


3-720 


Pyr 


CH2CH2 




0 


Pyinz-2-yl 


3-721 


Pyr 


CH2CH2 


{CH2)4 


0 


Pymz-4-yl 


3-722 


Pyr 


GHjCHj 


(CH2)4 


0 


Pymz-5-yl 


3-723 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


Imdazo-2-yl 


3-724 


Pyr 


CH2^«2 


CH2CH(Me)CH2 


Q 


1,3 , 4 -Oxadiazo- 2 -yl 


3-725 


Pyr 




CH2CH(Me)CH2 


0 


1,3,4- Thiadiazo - 2 - yl 


3-726 


Pyr 


CHjCHj 


CH2CH(Me)CH2 


0 


1,2,4- Triazo- 3 - y 1 


3-727 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


1,2,4- Triazo- 5 - y 1 


3-728 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


Tetrazo-5-yl 
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Table 3 /oT^n-.) 

5 





Cpa. 














No. 


«1 


A 


B 






10 
















3 - 729 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


Pyz-2-yl 


15 


3-730 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


Pyz-3-yl 


3-731 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


Pym2-2-yl 




3-732 


Pyr 


CH2CH2 


CH2CH(Me)CH2 


0 


Pyinz-4-yl 




3-733 


Pyr 






0 


Imdazo-2-yl 


20 


3-734 


Pyr 


CH2CH2 


(CH2)5 


0 


1, 3,4-Oxadiazo-2-yl 




3-735 


Pyr 




(CH2)5 


0 


1, 3,4-Thiadiazo-2-yl 




3-736 


Pyr 


CH^CH^ 


(CH2)5 


0 


l,2,4-Triazo-3-yl 




3-737 


Pyr 


CH^CH^ 


(CH2)5 


0 


1, 2,4-Triazo-5-yl 


25 


3-738 


Pyr 


CH^CH^ 


(CH2)5 


0 


Tetrazo-S-yl 




3-739 


Pyr 


CH2CH2 


(CH2)5 


0 


Pyz-2-yl 




3-740 


Pyr 


CH2CH2 


(CH2)5 


0 


Pyz-3-yl 


30 


3-741 


Pyr 


CH2CH2 


(CH2)5 


0 


Pyinz-2-yl 


3-742 


Pyr 


CH2CH2 


(CH2)5 


0 


Pymz-4-yl 




3 - 743 


Pyr 


CH2CH2 




0 


Iinda20-2-yl 




3-744 


Pyr 


CH2CH2 


(CH2)g 


0 


1, 3,4-0xadiazo-2-yl 


35 


3-745 


Pyr 


CH2CH2 




0 


1, 3, 4-Thiadia20-2-yl 




3-746 


Pyr 


CH2CH2 




0 


1,2, 4 -Triazo- 3 -yl 




3-747 


Pyr 


CH2CH2 


(CH2)g 


0 


l,2,4-Triazo-5-yl 




3-748 


Pyr 


CH2CH2 


(CH2)g 


0 


Tetrazo-5-yl 


40 




Pyr 


CHjCHj 




0 


Pyz-2-yl 




3-750 


Pyr 




(CH2)g 


0 


Pyz-3-yl 




3-751 


Pyr 


CH2CH2 


(CH2)g 


0 


Pym2-2-yl 


45 


3-752 


Pyr 


CH^CHj 


(CH2)g 


0 


Pyinz-4-yl 


3-753 


NMe^ 


CHjCHj 


CH2 


0 


Imdazo-2-yl 




3-754 


NMe^ 


CH2CH2 


CH2 


0 


1,3,4- Oxadiazo - 2 - yl 




3-755 


NMe2 


CH2CH2 




0 


1, 3 ,4-Thiadiazo-2-yl 


50 


3-756 


NMe^ 


CH2CH2 




0 


l,2,4-Triazo-3-yl 



55 



134 



EP 0 562 833 A1 

Table 3 fn^^Kj 





Cpd. 
No. 




A 


B 


m 


r5 


3 


-757 


NMe^ 


CH^CH, 
2 2 


CH2 


0 


l,2,4-Triazo-5-yl 


3 


-758 


NMe> 
2 


CH^CH, 
2 2 


CH, 
2 


0 


Tetrazo-S-yl 


3 


-759 


NMe^ 

2 


CH^CH, 
2 2 


2 


0 


Pyz-2-yl 


3 


-760 


NMe^ 


CH-CH, 
2 2 


CH, 
2 


0 


3-Me-Pyz-2-yl 


3 


-761 


NMej 


CH^CH^ 


2 


0 


Pymz-2-yl 


3 


-762 


NMe2 


CH-CH- 


CH, 


0 


4-Me-Pymz-2-yl 


3 


-763 


NMe, 




2 


0 


6-Me-Pyinz-4-yl 


3 


-764 


NMe^ 


CH^CH^ 


CH-CH^ 
2 2 


0 


1,3,4- Oxadiazo • 2 - y 1 


3 


-765 


NMe2 


CH2CH2 


2 2 


0 


1,2 g A' Triazo- 3 - yl 


3 


-766 


NMe^ 


CH^CH, 


C3I_CH- 

2 2 


0 


l,2,4-Triazo-5-yl 


3 


-767 


NMe2 


CH2CH2 


CH^CH^ 
2 2 


0 


Pyz-2-yl 


3 


-768 


2 


CH^CH, 
2 2 


CH^CH^ 
2 2 


0 


3-Me-Pyz-2-yl 


3 


-769 


2 


2 2 


CH^CH, 
2 2 


0 


Pymz-2-yl 


3 


-770 


NMe^ 


CH^CH- 
2 2 


CH-CH, 
2 2 


0 


Pymz-4-yl 


3 


-771 


NMe^ 


CH^CH- 
^ 2 


CH^CH- 
2 2 


0 


4rMe-Pymz-2-yl 


3 


-772 


NMe, 


CH2CH2 


2 2 


0 


2-Me-Pyinz-4-yl 


3 


-773 


NMe, 


CHjCHj 


2 3 


0 


Iindazo-2-yl 


3 


-774 


NMe2 


CH2CH2 


(^2)3 


0 


Iindazo-4-yl 


3 


-775 


NMe^ 


CH,CH- 


(CH-), 


0 


1,3,4- Oxadiazo- 2 - yl 


3 


-776 


NMe_ 


CH2CH2 


(CH2)3 


0 


1,3,4- Thiadiazo - 2 - yl 


3 


-777 


NMe^ 


CH2CH2 


2 3 


0 


l,2,4-Triazo-3-yl 


3- 


-778 


NMe2 


CH2CH2 


(CH2)3 


0 


l,2,4-Triazo-5-yl 


3- 


■779 


NMe2 


CH2CH2 


(CH2)3 


0 


Tetrazo-5-yl 


3- 


-780 


NMe2 


CH2CH2 


(^2)3 


0 


Pyz-2-yl 


3- 


•781 


NMe2 


CH2CH2 


(CH2)3 


0 


Pymz-2-yl 


3- 


•782 


NMej 


CH2CH2 


(CH2)3 


0 


Pymz-4-yl 


3- 


•783 


NMe2 




(CH2)4 


0 


1,3,4- Oxadiazo - 2 - yl 


3- 


-784 


NMe2 


CH2CH2 


(CH2)4 


0 


1,2, 4 -Triazo- 3 -yl 
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Table 3 froni- ) 



5 



















Nn 


Xv 


A 


D 




K 




O - / O D 




CH2CH2 


^^82 U 


0 


1,2 , 4-Triazo-5-yl 


IS 


J / O D 


NMe2 


CH2CH2 




u 


lecrazo- 5 -yi 


•J _ 7Q7 
J / O f 


NMej 


CH2CH2 


^^"2*4 


U 


iryz- - yi 




1 ^ '7QQ 


KnUTA 

JNMe2 


CH2CH2 




0 


Pyniz-2 - yl 




"7 rr Q Q 

J - /by 


iMMe2 


CH2CH2 




0 


Pymz-4-yl 


20 


3-790 




^ 2^ 2 


PH PHTM^^PW 


n 


T A ■« Ova \ a T <^ - 0 TrT 
X ^ J 1 ft - vjXa.Clla.ZO Z y i 




J • /5^X 


NMe2 


/-1TJ /"ITT 


/-ITT /-ITT / \ /-»TT 

CH2CH (Me) CH2 


0 


1,2, 4 -Triazo- 3 -yl 




1 - IQO 
^ 11? A 




CH2CH2 




\J 


1 1 2 , 4 -Triazo- 5 -yl 




3 - 793 




2 2 


CH2CH(Me)CH2 


0 


Pymz-2-yl 


25 






CH2CH2 


/-*TT /-ITT / \ /*«TT 

CHj CH ( Me ) CH2 


0 


Pymz - 4 - y 1 




3 /yb 


NMe2 


^"2 ^"2 


(CH2)5 


0 


1, 3 ,4-Oxaaiazo-2-yl 




- 7Qfi 
J / -7 o 




^**2^2 


(^2)5 


u 


1,^,4- inazo- 3 - yl 


30 


'J - 7Q 7 


NMe2 


™2™2 


(^2)5 


U 


1 / z , 4 - inazo- 5 - yl 


O T Q Q 


NMe2 


CH2CH2 


(CH2)5 


0 


Pymz-2-yl 




1 - 7QQ 


iMMe2 


PW PU 


(^2)5 


U 


Pymz - 4 - y 1 




J - o UU 


NMe2 


CH2CH2 




0 


1, 3 ,4-0xaaiazo-2-yl 


35 


3-801 




PH PH 




n 
u 


/ ^ liiazo-j "yj- 






NMe2 


CH2CH2 




0 


1,2,4- Triazo - 5 - yl 






I^Ma 

NMe2 


CH2CH2 


<^2'6 




Pymz - 2 - y 1 




•a _ an* 


2 




^^2^6 


0 


Pymz-4-yl 


40 


3-805 


Azi 


CH CH 
2 2 


fPH V 
2 3 




X , ^ , 4 * 1 £^ieizo- J yi 




3-806 


Azl 


CHjCHj 


(CH2)3 


0 


Pymz-2-yl 




3-807 


Aze 


CH2CH2 


(012)3 


0 


1,2,4- Triazo - 3 - yl 


45 


3-808 


Aze 


CH2CH2 


(CH2)3 


0 


Pymz-2-yl 


3-809 


Pip 


CH2 


CH2 


0 


Imdazo-2-yl 




3-810 


Pip 


CH2 


CHj 


0 


1, 3,4-Oxadiazo-2-yl 




3-811 


Pip 


CH2 


CHj 


0 


1,3, 4 -Thiadiazo- 2 -yl 


50 


3-812 


Pip 


CH2 


CH2 


0 


1,2, 4 -Triazo- 3 -yl 



5S 
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Table 3 (r^nr.) 



Cpd. 
No. 



A 



B 



m 



3- 


813 


Pip 




CH2 


0 


l,2,4-Triazo-5 


-yl 


3^ 


814 


Pip 


CH^ - 




0 


Tetrazo-5-yl 




3- 


815 


Pip 




CH2 


0 


Pyz-2-yl 




3- 


816 


Pip 




C«2 


0 


3-Me-Py2-2-yl 




3- 


817 


Pip 




^^2 


0 


Pymz-2-yl 




3- 


818 


Pip 


CH^ 


C«2 


0 


4-Me-Pym2-2-yl 




3- 


819 


Pip 


'^«2 


CH2 


0 


6-Me-Pym2-4-yl 




3- 


820 


Pip 


^2 


CH2CH2 


0 


1,3,4-Oxadiazo 


-2-yl 


3- 


821 


Pip 


C«2 


CH2CH2 


0 


l,2,4-Triazo-3 


-yl 


3- 


822 


Pip 


CH2 


CH2CH2 


0 


l,2,4-Triazo-5 


-yl 


3- 


823 


Pip 


™2 


CH2CH2 


0 


Pyz-2-yl 




3- 


824 


Pip 




CH2CH2 


0 


3-Me-Pyz-2-yl 




3- 


825 


Pip 


CH2 


CH2CH2 


0 


Pymz-2-yl 




3- 


826 


Pip 


^2 


CH2CH2 


0 


Pymz-4-yl 




3- 


827 


Pip 


C«2 


CH2CH2 


0 


4-Me-Pymz-2-yl 




3- 


828 


Pip 


^«2 


CH2CH2 


0 


2 -Me - Pymz - 4 -yl 




3- 


829 


Pip 


CH2 


(CH2)3 


0 


Imdazo-2-yI 




3- 


830 


Pip 


CH2 


(^2)3 


0 


Imdazo-4 -yl 




3- 


831 


Pip 


^«2 


(CH2)3 


0 


1,3, 4-Oxadiazo 


-2-yl 


3- 


832 


Pip 


CH2 


(CH2)3 


0 


1,3 , 4-Thiadiazo-2-yl 


3- 


833 


Pip 


CH2 


(CH2)3 


0 


l,2,4-Triazo-3 


-yl 


3- 


834 


Pip 


CH2 


(CH2)3 


0 


l,2,4-Triazo-5 


-yl 


3- 


835 


Pip 


CH2 


(CH2)3 


0 


Tetrazo-5-yl 




3- 


836 


Pip 


^2 


(^2)3 


0 


Pyz-2-yl 




3- 


837 


Pip 


^2 


(CH2)3 


0 


Pymz-2-yl 




3- 


838 


Pip 


CH2 


{^2)3 


0 


Pymz-4-yl 




3- 


839 


Pip 


CH2 


(CH2)4 


0 


1, 3,4-Oxadiazo 


-2-yl 


3- 


840 


Pip 


CH2 


<^2U 


0 


l,2,4-Triazo-3 


-yl 
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Table 3 ^n^nr,,) 



5 





Cpd. 












10 


No. 




A 


B 


Si 




3-841 


Pip 






0 


l,2,4-Tria20-5-yl 




3-842 


Pip 






0 


Tetrazo-5-yl 


IS 


3-843 


Pip 




(CH2)4 


0 


Pyz-2-yl 




3-844 


Pip 


^«2 


(CH2)4 


0 


Pym2-2-yl 




3-845 


Pip 


CH2 


(CH2)4 


0 


Pyin2-4-yl 


20 


3-846 


Pip 


C«2 


CH2CH(Me)CH2 


0 


1,3,4- Oxadiazo- 2 - y 1 




3-847 


Pip 


^2 


CH2CH(Me)CH2 


0 


1,2, 4-Triazo-3-yl 




3-848 Pip 


CH2 


CH2CH(Me)CH2 


0 


l,2,4-Triazo-5-yl 




3-849 


Pip 


^2 


CH2C3I(Me)CH2 


0 


Pymz-2-yl 


25 


3-850 


Pip 




.CH2CH(Me)CH2 


0 


Pymz-4-yl 




3-851 Pip 


^2 


{CH2)5 


0 


1,3,4- Oxadiazo- 2 - yl 




3-852 


Pip 




(CH2)5 


0 


l,2,4-Tria2o-3-yl 


30 


3-853 


Pip 




(CH2)5 


0 


l,2,4-Triazo-5-yl 


3-854 


Pip 


^2 


(CH2)5 


0 


Pymz-2-yl 




3-855 


Pip 


^2 


(CH2)5 


0 


Pymz-4-yl 




3-856 


Pip 


^«2 


(CH2)g 


0 


1,3, 4 -Oxadiazo- 2 -yl 


35 


3-857 


Pip 




(CH2)g 


0 


l,2,4-Tria20-3-yl 




3-858 


Pip 




(CH2)g 


0 


1, 2, 4-Tria20-5-yl 




3-859 


Pip 




<C«2)6 


0 


Pymz - 2 - y 1 


40 


3-860 


Pip 




<^«2^6. 


0 


Pymz-4-yl 


3-861 Pip 


(CH2)3 


C«2 


0 


1,3 , 4 -Oxadiazo- 2- yl 




3-862 


Pip 


(CH2)3 




0 


1,2,4- Tr iazo- 3 - yl 




3-863 


Pip 


(CH2)3 


CH2 


0 


Pym2-2-yl 


49 


3-864 


Pip 


(^2)3 


CH2CH2 


0 


l,3,4-0xadiazo-2-yl 




3-865 


Pip 


(CH2)3 


CH2CH2 


0 


1,2, 4 -Triazo- 3 -yl 




3-866 


Pip 


(CH2)3 


CH2CH2 


0 


Pymz-2-yl 


50 


3-867 


Pip 


(^2)3 


CH2CH2 


0 


Pymz-4-yl 


3-868 


Pip 


(CH2)3 


(CH2)3 


0 


Iindazo-2-yl 



55 
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Table 3 I 



5 


Cpd. 
No. 




A 




B 






r5 


10 




















3-869 


Pip 


2 


3 


(CH2 


3 


0 


Iindazo-4-yl 




3-870 


Pip 


2 


3 


(CH2 


3 


0 


1, 3,4-0xadiazo-2-yl 


15 


3-871 


Pip 


2 


3 


(CH-, 
2 


3 


0 


1 , 3 , 4-Thiadiazo- 2 -yl 




3-872 


Pip 


(CH^l 
2 


3 


(CH«; 
2 


3 


0 


1 , 2 , 4-Triazo- 3 -yl 




3-873 


Pip 


(CH^l 
2 


3 


2 


3 


0 


l,2,4-Triazo-5-yl 


20 


3-874 


Pip 


(CH^] 
2 


3 


(CHj! 


3 


0 


Tetrazo-5-yl 


3-875 


Pip 


2 


3 


(CH_; 

2 


3 


0 


Pyz-2-yl 




3-876 


Pip 


(CH^] 
2 


3 


(CH-: 
2 


3 


0 


Pyinz-2-yl 




3-877 


Pip 


(CH^] 
2 


3 


(CH^] 
2 


3 


0 


Pymz-4-yl 


25 


3-878 


Pip 


(CH^) 
2 


3 


(CH,] 
2 


4 


0 


1,3, 4 -Oxadiazo- 2 -yl 




3-879 


Pip 


(CH^) 


3 


(CH2] 


4 


0 


1,2,4- Triazo - 3 - yl 




3-880 


Pip 


(CH^) 


3 


(CH2] 


4 


0 


Pymz-2-yl 




3-881 


Pip 


(CH-) 
z 


3 


(CH,] 
2 


4 


0 


Pyinz-4-yl 


30 


3-882 


Pip 


(CH-) 
z 




(CH_] 
z 


c: 
D 


0 


1,3,4- Oxadiazo - 2 - yl 




3-883 


Pip 






(CH„) 
Z 


D 


0 


1,2,4- Triazo - 3 - y 1 




3-884 


Pip 


(CH^) 

Z 


3 


(CH_] 
2 


5 


0 


Pyinz-2-yl 


35 


3-885 


Pip 


(CH^) 
2 


3 


(CH-] 
2 


5 


0 


Pymz-4-yl 




3-886 


Pip 


(CH_) 
2 


3 


(CH-) 
2 


6 


0 


1,3,4- Oxadiazo - 2 - yl 




3-887 


Pip 


(CH2) 


-a 


(CHj) 


0 


0 


1,2, 4 -Triazo- 5 -yl 


40 


3-888 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


Pymz-2-yl 


3-889 


Pip 


(CH2) 


3 


(CH2) 


6 


0 


Pymz-4-yl 




3-890 


Pyr 


CH2 




(CHj) 


3 


0 


1 , 2 , 4 - Tr iazo - 3 - yl 




3-891 


Pyr 


CH2 




(CH2) 


3 


0 


Pyinz-2-yl 


45 


3-892 


Azi 






(CH2) 


3 


0 


l,2,4-Triazo-3-yl 




3-893 


Aze 


CH2 




(CH2) 


3 


0 


Pymz-2-yl 



Of the compounds listed above, the following are preferred, that is to say Compounds No. 1-1, 1-5, 1-16, 

1- 17, 1-19, 1-28, 1-31, 1-45, 1-46. 1-47, 1-61, 1-82, 1-87. 1-92, 1-115, 1-116, 1-125, 1-137, 1-166, 1-185, 1- 

216. 1- 260, 1-350. 1-462. 1-591. 1-612, 1-951. 1-974. 1-975, 1-976. 1-977. 1-981, 1-985. 1-1004, 1-1016, 1- 
1018. 1-1019. 1-1020, 1-1021, 1-1022. 1-1023. 1-1065. 1-1124. 1-1168. 1-1169. 1-1274. 2-2, 2-4. 2-5, 2-6. 2- 

55 7, 2-8. 2-9, 2-10, 2-12, 2-20, 2-27, 2-28, 2-42, 2-44. 2-57, 2-59, 2-96, 2-98. 2-123, 2-209, 2-211. 2-212, 2-216, 

2- 217. 2-218, 2-297. 2-298. 2-390, 2-391. 2-392. 2-461. 2-482. 2-483. 2-493. 2-494, 2-506, 2-508. 2-509, 2- 

852. 2- 854, 2-1059. 2-1061. 2-1147. 2-1148, 3-8. 3-14. 3-25. 3-79, 3-82, 3-86. 3-87. 3-89. 3-98, 3-100. 3-101, 

3- 103, 3-118, 3-119, 3-121, 3-136, 3-238, 3-405 and 3-579. More preferred compounds are Compounds No. 
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1-46. 1-116, 1-137. 1-591. 1-612. 1-974. 1-1019. 2-2. 2-4. 2-5. 2-6. 2-7, 2-9, 2-10, 2-12. 2-20, 2-27, 2-28, 2- 
209, 2-211. 2-212, 2-216, 2-217. 2-218. 2-390. 2-392. 2-1147. 2-1148, 3-118. 3-238 and 3-579. 
The most preferred compounds of the present invention are Compounds No.: 
1-116. N-[4-(4-piperidlnomethyl-2-pyrldyloxy)-cis-2-butenyl]pyrazole-4-carboxamide; 

1- 137. 3-amino-N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]pyrazoIe-4-carboxamide; 

2- 2. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-hydroxyethylthio)acetamide; 
2-4. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cls-2-butenyl]-2-(2-acetoxyethylthio)acetamide; 
2-5. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-propionyloxyethylthio)acetamide; 
2-6. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-butyryloxyethylthio)^^ 

2-7. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-isobutyryloxyethylthio)a^ 
2-9. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-isovaleryloxyethylthio)acetamide; 
2-10. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyll-2-(2-phenylacetoxyethylthio)acetamide; 
2-12. 2-{N-[4-(4-plperidinomethyl-2-pyridyloxy)-cis-2-butenyl]carbanK>ylmethylthio}ethyl hydrogen suc- 
cinate; 

2-20. N-[4-(4-piperidinomethyi-2-pyridyloxy)-cis-2-butenyl]-2-(2-benzoyloxyethylthio)acetamide; 
2-27. N-[4-(4-piperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-cydopentylcarbonyloxyethylth 

mide; 

2-28. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyll-2-(2-cyclohexylcarbonyloxyethylthio)aceta- 
mide; 

2-390. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyI]-2-(2-hydroxyethylsulphinyl)aceta 

2-392. N-[4-(4-piperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-propionyioxyethylsulphinyl)acetamide; 

2-1147. N-[4-(4-piperidinomethyt-2-pyridyloxy)-cis-2-butenyl]-2-[2-(3,3-diniethylbutyrylo 

mide; 

2- 1148. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyll-2-[2-(2.2-dimethylproptonyloxy)ethylthio)ace!ta- 
mide; 

3- 118. N-[4-(4-piperidinomethyl-2-pyridyloxy)-cls-2-butenyl]-4-(2-pyrimidinylthio)butyramide; 
and pharmaceutically acceptable salts thereof. 

The compounds of the present invention may be prepared by a variety of methods well known in the art 
for the preparation of compounds of this type. For example, they may be prepared by the following Reactions 
AtoG: 

Reaction A: 




(ID 




(la) 
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Reaction B: 

+ 0-C=NCHR3R4 



(n) (IV) 



A NHCONHCHR3R4 

(la) 




+ H00CR2a 
0'^A'^NH2 (V) 
(H) 




O ^A^NHC0-R2b 
(lb) 



Reaction D: 



O A NHCOB-X ^ 

(VI) 



0^A^^C0-B-S(0)m-R5 
(fc) 
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Reaction 



(vm) 



0 A ^NHCO-B-S(0)m-RS 

ac) 



Reaction F: S(0), 



r 



m 



^ + (CH2)p 



O^A^^'^COCH2S(OWCH2)(p^,)OH 
ad) 



Reaction G: 



O A ^NHC0-B-S(0)mR6 
(XI) 



0^A^NHC0-B-S(0)mR5» 

ac) 

In the above formulae: 
R^ R2, R3 R4. R5 A, B and m are as defined above; 

R2a represents any of the groups defined above for R^ except the groups of formula -NHCHR^R^ (wherein R^ 
and R^ are as defined above) and provided that any hydroxy group in the group represented by R^ is protected; 

represents any of the groups defined above for R^ except the groups of formula -NHCHR^R^ (wherein R^ 
and R^ are as defined above); 

R^ represents a hydroxyalkyi group having from 2 to 4 carbon atoms (with the proviso that the group must 
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include a moiety having the formula -CH2OH); 

represents an alkyi group having from 1 to 3 carbon atoms and substituted with a carboxy or alkoxycarbonyl 
group having from 1 to 6 carbon atoms In the atkoxy moiety; 
X represents a halogen atom, preferably a chlorine, bromine or iodine atom; 
5 Y represents a hydrogen atom or an alkali metal atom, such as a lithium, sodium or potassium atom; and 
£ is an integer from 1 to 3. 

Where a hydroxy-protecting group is present, there is no particular limitation upon the nature of this group, 
and any such group well known in the field of organic chemistry may equally be used here. Typical examples 
of such groups include: cyclic ether groups, such as the tetrahydropyranyl, tetrahydrofuranyl and tetrahydro- 
10 thiopyranyl groups; tri(Ci-C4alkyl)silyl or di(Ci-C4alkyt)arylsilyl groups, such as the trimethylsilyl, triethylsilyl, 
t-butyldimethylsilyl and methyldiphenylsilyl groups; methyl groups substituted with a methoxy, methylthio or 
trihatoethoxy group, such as the methoxymethyl, methylthiomethyl and 2,2,2-trichloroethoxymethyl groups; 
and aralkyi groups, such as the benzyl and diphenylmethyl groups. Of these, we particularly prefer the cyclic 
ether groups (particularly a tetrahydropyranyl group), the substituted silyl groups (particularly a trimethylsilyl 
15 ort-butyldimethytsilyl group) and the methoxymethyl group. 

In Reaction A, a compound of formula (la), i.e. a compound of formula (I) in which represents a group 
of formula -NHCHR^R^ (wherein R^ and R^ are as defined above) is prepared by reacting a compound of for- 
mula (II) with a compound of formula (III) in the presence of carbonyldilmidazole in an Inert solvent. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
20 striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially halogenated aliphatic hydrocarbons, such as methylene chloride or chloroform; ethers, such as diethyl 
ether, tetrahydrofuran or dioxane; amides, such as dimethylformamide, diethylformamide or dimethylaceta- 
25 mlde; nitriles, such as acetonitrile; and sulphoxtdes, such as dimethyl sulphoxide. Of these, we prefer the ha- 
logenated hydrocarbons. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20**C to 100**C (more preferably from OX to SOX). The time required for the reactton nfiay also vary widely, 

30 depending on many factors, notably the reaction temperature and the nature of the reagents and solvent enrv 
ployed. However, provided that the reaction is effected under the preferred conditions outlined at>ove, a period 
of from 30 minutes to 10 hours (more preferably from 1 to 5 hours) will usually suffice. 

After completion of the reaction, the desired compound can be recovered from the reaction mixture by con- 
ventional means. For example, one such recovery method comprises: distilling off the solvent from the reaction 

35 mixture or pouring the reaction mixture into water; extracting the mbcture with a water-immiscible organic sol- 
vent; and distilling off the organic solvent, to leave the desired product as a residue. If necessary, the resulting 
product can be further purified by conventional means, such as recrystallisation, reprecipitation or the various 
chromatography techniques, notably column chromatography. 

Reaction B comprises another method for preparing a compound of formula (la). In this reaction, a conrt- 

40 pound of formula (la) is prepared by reacting a compound of formula (II) with a compound of formula (IV) in 
an inert solvent 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 

45 solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially halogenated aliphatic hydrocarbons, such as methylene chloride or chloroform; ethers, such as diethyl 
ether, tetrahydrofuran or dioxane; alcohols, such as methanol, ethanol or isopropanol; and nitriles, such as 
acetonitrile. Of these, we prefer the aromatic hydrocarbons or the halogenated hydrocarbons. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 

50 not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20^*0 to lOO'^C (more preferably from OX to 50X). The time required for the reactbn may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent enrv 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 30 minutes to 10 hours (more preferably from 1 to 5 hours) will usually suffice. 

55 After completion of the reaction, the desired compound can be recovered from the reaction mixture by con- 
ventional means. For example, one such recovery method comprises: distilling off the solvent from the reaction 
mixture or pouring the reaction mixture into water; extracting the mixture with a water-immiscible organic sol- 
vent; and distilling off the organic solvent, to leave the desired product as a residue. If necessary, the resulting 
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product can be further purified by conventional means, sucli as recrystallisation, reprecipitation or the various 
chromatography techniques, notably column chromatography. 

In Reaction C, a compound of formula (lb), that is a compound of formula (I) wherein represents 
(R2^ is as defined above) is prepared by reacting an amine derivative of formula (II) with a carboxylic acid com- 
5 pound of formula (V) or with a reactive derivative of the carboxylic acid, and, if desired, removing any hydroxy- 
protecting group. 

The reaction of the amine of formula (11) with the carboxylic acid of formula (V) may be carried out in the 
presence or absence of a base and preferably in the presence of a condensing agent and of in an inert solvent. 
There is no particular limitation upon the nature of the condensing agent used for the reaction, and any 
10 reagent capable of producing an amide bond from a carboxylic acid and an amine may be used. Examples of 
the preferred condensing agents which may be used include: dicyciohexylcarbodiimide (DCC); diethyl cyano- 
phosphonate (DEPC); carbonyldiimidazote; diphenylphosphoryl azide (DPPA); l-hydroxybenzotriazote In ad- 
mixture with dicyciohexylcarbodiimide; or diethyl azodicarboxytate in admixture with triphenyl phosphlne, Of 
these, we prefer either 1 -hydroxy benzotriazole in admixture with dicyciohexylcarbodiimide or diethyl cyano- 
15 phosphonate. 

Examples of preferred bases which may be used include organic amines, such as trimethylamine, triethy- 
lamine, pyridine, dimethylaniline, N-methylmorpholine or4-(N,N-dimethylamino)pyridine. Of these, we prefer 
triethylamine or N-methylmorpholine. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 

20 striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially halogenated aliphatic hydrocarbons, such as methylene chloride, dichloroethane or chloroform; 
ethers, such as diethyl ether, tetrahydrofuran or dioxane; esters, such as ethyl acetate or propyl acetate; 

25 amides, such as dimethylformamide, dimethylacetamide or hexamethylphosphoric triamide; and nitriles, such 
as acetonitrile. Of these, we prefer the ethers (particularly tetrahydrofuran), halogenated hydrocarbons (par- 
ticularly methylene chloride), amides (particularly dimethylformamide) and esters (particularly ethyl acetate). 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 

30 -10**C to 50**C (more preferably from 0**C to 30**C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 30 minutes to 24 hours (more preferably from 1 to 15 hours) will usually suffice. 

Alternatively, the compound of formula (lb) can be prepared by converting a carboxylic acid of formula 

35 (V) to a reactive derivative thereof, and reacting an amine of formula (II) with the reactive derivative. 

Examples of reactive derivatives of the carboxylic acid compound include: acid halides, such as the acid 
chloride or acid bromide; acid azides; reactive esters, such as esters with N-hydroxybenzotriazole or N-hydrox- 
ysuccinimide; acid anhydrides of the carboxylic acid used; and mixed acid anhydrides comprising monoalkyi 
carbonates in which the alkyi group has from 1 to 4 carbon atoms (such as monomethyl carbonate, monoethyl 

40 carbonate or monoisobutyl carbonate) or monoaryl carbonates (such as monophenyl carbonate or monotolyl 
carbonate). Of these, we prefer the mixed acid anhydrides with an alkyI carbonate. The reactive derivative of 
the carboxylic acid, typically an acid halide or an acid anhydride, can be prepared by conventional means. For 
example, they may be prepared by reacting a carboxylic acid of formula (V) with an appropriate halide (for ex- 
ample, thionyl chloride, thionyl bromide, acid chloride or acid bromide of the desired carboxylic acid, methyl 

45 chloroformate, ethyl chloroformate, isobutyl chloroformate, phenyl chloroformate or tolyl chloroformate) in an 
inert solvent (for example, methylene chloride, benzene or tetrahydrofuran) and, if necessary, in the presence 
of a base (for example, pyridine, triethylamine or dimethylaniline) in the temperature range from 20''C to 1O0''C 
for a period of from 1 to 20 hours. Other reactive derivatives, such as the acid amide or the reactive ester, can 
be prepared by reacting the carboxylic acid of formula (V) with an appropriate compound (for example, hydro- 

50 gen azide, N-hydroxybenzotriazole or N-hydroxysuccinimide) in the same manner as described above in Re- 
action C for producing an amide bond, using a carboxylic acid of formula (V) and an amine of formula (II). 

The reaction of the amine of formula (II) and the reactive derivative of the carboxylic acid of formula (V) 
is preferably carried out in the presence of a solvent. There is no particular restriction on the nature of the 
solvent to be employed, provided that it has no adverse effect on the reaction or on the reagents involved and 

55 that it can dissolve the reagents, at least to some extent. Examples of suitable solvents include: aromatic hy- 
drocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, especially halogenated aliphatic 
hydrocarbons, such as methylene chloride, dichloroethane or chloroform; ethers, such as diethyl ether, tetra- 
hydrofuran or dioxane; and esters, such as ethyl acetate. Of these, we prefer the aromatic hydrocarbons or 
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ethers. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-10^C to SO^'C (more preferably from OX to 26''C). The time required for the reaction may also vary widely, 

5 depending on many factors, notably the reaction temperature and the nature of the reagents and solvent env 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 5 minutes to 20 hours (more preferably from 30 minutes to 10 hours) will usually suffice. 

The reaction employed to remove the hydroxy-protecting group will, of course, vary depending upon the 
nature of the protecting group, but its removal may be achieved by conventional means well known in the field 

10 of organic chemistry. 

For example, where the protecting group is a silyl group, it can be removed by reacting the corresponding 
compound with a base (for example, an alkali metal carbonate, such as sodium carbonate or potassium car- 

bonate), an acid.(for example, a mineral acid, such as hydrochloric acid or sulphuric acid, or an organic car- 

boxyllc acid, such as acetic acid or citric acid) or a fluoride (for example, an ammonium fluoride compound, 

15 such as tributylammonlum fluoride) in an inert solvent. 

The reaction is normally and preferably effected in the presence of a solvent. There Is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable 
solvents include: ethers, such as diethyl ether, tetrahydrpfuran or dioxane; and alcohols, such as methanol or 

20 ethanol. Of these, we prefer the alcohols. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20*'C to SO^'C (preferably from O^C to 30°C). The time required for the reaction may also vary widely, depending 
on many factors, notably the reaction temperature and the nature of the reagents and solvent employed. How- 

25 ever, provided that the reaction is effected under the preferred conditions outlined above, a period of from 5 
minutes to 2 hours (more preferably from 20 minutes to 1 hour) will usually suffice. 

Where the protecting group is a cyclic ether or a substituted methyl group, it can be removed by reacting 
the corresponding compound with an acid in an inert solvent. Examples of acids which may be used for this 
reaction include: mineral acids, such as hydrochloric acid, hydrobromic acid or sulphuric acid; and organic sul- 

30 phonic acids, such as methanesulphonic acid, benzenesulphonic acid or toiuenesulphonic acid. Of these, we 
prefer hydrochloric acid or toiuenesulphonic acid. 

The reaction is normally and preferably effected in the presence of a solvent There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable 

35 solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially halogenated aliphatic hydrocarbons, such as methylene chloride, dichloroethane or chloroform; 
ethers, such as diethyl ether, tetrahydrofuran or dioxane; alcohols, such as methanol or ethanol; esters, such 
as ethyl acetate or propyl acetate; amides, such as dimethylformamide, dimethylacetamide or hexamethyl- 
phosphoric triamide; and nitriles, such as acetonltrile. Of these, we prefer the halogenated hydrocarbons or 

40 esters. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention, in general, we find it convenient to carry out the reaction at a temperature of from 
-20X to 100^C (more preferably from 20**C to 70°C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
45 ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 15 minutes to 5 hours (more preferably from 30 minutes to 2 hours) will usually suffice. 

Where the protecting group is an aralkyi group, it can be removed by reacting the corresponding compound 
with hydrogen in an inert solvent In the presence of a catalyst for reduction. Examples of catalysts which may 
be used for reduction include: platinum oxide, platinum black, palladium-on-charcoal, and rhodium-on-char- 
50 coal. Of these, we prefer palladium-on-charcoal. 

The hydrogen pressure used is normally in the range of from atmospheric pressure to 3 atmospheres pres- 
sure. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
55 on the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable 
solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially halogenated aliphatic hydrocarbons, such as methylene chlorkie, dichloroethane or chloroform; 
ethers, such as diethyl ether, tetrahydrofuran or dioxane; alcohols, such as methanol or ethanol; esters, such 
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as ethyl acetate or propyl acetate; amides, such as dimethytformamide, dimethylacetamlde or hexamethyl- 
phosphoric triamide; and nitriles, such as acetonitrile. Of these, we prefer the alcohols. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 

5 -20**C to 100°C (more preferably from 10**C to 50^C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 15 minutes to 5 hours (more preferably from 30 minutes to 2 hours) will usually suffice. 

After completion of the reaction, the desired compound from each reaction can be recovered from the re- 

10 action mixture by conventional means. For example, one such method comprises: neutralising properly the 
reaction mixture; distilling off the solvent from the reaction mixture; or if necessary, after distilling off the sol- 
vent, pouring the reaction mixture into water; extracting the mixture with a water-immiscible organic solvent; 
and distilling off the solvent from the extract, to leave the desired product as a residue. If necessary, the re- 
sulting product can be further purified by conventional means, such as recrystallisation, reprecipitation or the 

15 various chromatography techniques, notably column chromatography. 

In Reaction D, a compound of formula (Ic), that is a compound of formula (I) wherein represents a group 
of formula -B-S(0)m-R5 (wherein Rs, B and m are as defined above), is prepared by reacting a compound of 
formula (VI) with a compound of formula (VII), normally in an inert solvent in the presence of a base and then, 
if desired, oxidising the resulting thioether compound. 

20 There is no particular restriction on the nature of the base employed in this reaction, and any base may 
be used, provided that It has no adverse effect on any part of the molecule of the reagents. Examples of bases 
which may be used for the reaction include: alkali metal hydroxides, such as sodium hydroxide or potassium 
hydroxide; alkali metal carbonates, such as sodium carbonate or potassium carbonate; alkali metal hydrogen- 
carbonates, such as sodium hydrogencarbonate or potassium hydrogencarbonate; and organic amines, such 

25 as trimethylamine, triethylamine, pyridine, dimethylaniline, N-methytmorpholine or 4-(N,N-dimethylamino)pyr- 
idine. Of these, we prefer the alkali metal hydroxides. 

The reaction Is normally and preferably effected In the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable 

30 solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially halogenated aliphatic hydrocarbons, such as methylene chloride or chloroform; ethers, such as diethyl 
ether, tetrahydrofuran or dioxane; alcohols, such as methanol, ethanol or isopropano); amides, such as dime- 
thylformamide diethylformamide or dimethylacetamlde; nitrlles, such as acetonitrile; and sulphoxides, such as 
dimethyl sulphoxide. Of these, we prefer the alcohols. 

35 The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20°C to 100^C (more preferably from O^C to 50°C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 

40 of from 10 minutes to 5 hours (more preferably from 30 minutes to 2 hours) wilt usually suffice. 

Oxidation can be conducted by oxidising the corresponding thioether compound with an oxidising reagent 
in an inert solvent. Examples of oxidising reagents which may be used for this reaction include: inorganic per- 
oxides, such as hydrogen peroxide or periodic acid; peroxyaliphatic acids, such as peracetic acid or perpro- 
pionic acid; peroxyarylic acids, such as perbenzoic acid or m-chloroperbenzoic acid; and metal salts of perox- 

45 yphthalic acids, such as magnesium monoperoxyphthalate. Of these, we prefer the peroxyarylic acids. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 

so pecially halogenated aliphatic hydrocarbons, such as methylene chloride, dichloroethane or chloroform; and 
ethers, such as diethyl ether, tetrahydrofuran or dioxane. Of these, we prefer the halogenated hydrocarbons. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-30**C to 50**C (more preferably from -20*'C to room temperature). The time required for the reaction may also 

55 vary widely, depending on many factors, notably the reaction temperature and the nature of the reagents and 
solvent employed. However, provided that the reaction is effected under the preferred conditions outlined 
above, a period of from 10 minutes to 5 hours (more preferably from 30 minutes to 2 hours) will usually suffice. 
In this reaction, a sulphinyl compound may be obtained by using about an equimolar of the oxidising re- 
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agent per mole of the thioether compound, and a sulphonyl compound may be obtained by using more than 

two moles of the oxidising reagent per mole of the thioether compound. 

The corresponding thioether compounds of formula (lb), (Id) or (le) can be subjected to oxidation in a sinrv 

liar manner to that described above to afford the corresponding sulphinyl and sulphonyl compounds. 
5 In the compounds of formula (Ic) where represents a hydroxyalkyi group, if desired, the corresponding 

acyloxyalkyi compound can be prepared by acylating the hydroxy group. 

Specifically, compounds of formula (Ic), wherein represents: a C1-C5 alkanoyloxy group; a C2-C5 alka- 

noyloxy group substituted with a C2-C5 alkoxycarbonyl, Or^^^ aryloxycarbonyl or C^-C^q aryl group; a Ct-Cii 

arylcarbonyioxy group; or an aikyi group substituted with a C3-C6 cycloalkylcarbonyioxy group, can be prepared 
10 by reacting a hydroxy compound with the corresponding carboxytic acid compound or with a reactive derivative 

thereof. 

The reaction conditions used in the reaction of the hydroxy compound with the carboxylic acid compound 
are similar to those used, in the presence of a condensing agent, in Reaction C, described above. 

Reaction of the hydroxy compound with a reactive derivative of the carboxylic acid compound is preferably 

15 conducted in an inert solvent in the presence or absence of a base. 

There is no particular limitation upon the nature of the reactive derivative of the carboxylic acid used, pro- 
vided that it is a compound capable of producing an ester compound by reaction with an alcohol compound, 
and It will, of course, depend on the nature of the group which it is desired to introduce. Examples of reactive 
derivatives which may be used for the reaction include: acid halides, such as acetyl chloride, propionyl chloride, 

20 vateryl chloride, valeryl bromide, isovaleryl chloride, methyl chloroformylacetate, ethyl 3-chloroformylpropion- 
ate, ethyl 4-chloroformylbutyrate, ethyl 5-chloroformylvalerate, phenylacetyl chloride, phenylpropionyl chlor- 
ide, benzoyl chloride, toluoyi chloride, naphthoyi chloride, cyclopropanecarbonyl chloride, cyclobutanecarbonyl 
chloride, cyclopentanecarbonyt chloride, and cyclohexanecariDonyl chloride; acid anhydrides, such as acetic 
formic anhydride, acetic anhydride, propionic anhydride or benzoic anhydride; and mixed acid anhydrides of 

25 monoalkyi carbonates (in which the alkyl part has from 1 to 4 carbon atoms), such as monomethyl carbonate, 
monoethyl carbonate or monoisobutyl carbonate, or monoaryl carbonates, such as monophenyl carbonate or 
mono(methylphenyl) carbonate, and of the corresponding acids, such as acetic acid, propionic acid, phenyl- 
acetlc acid, benzoic acid, cyclopentanecarboxylic acid or cyclohexanecarbonylic acid. Of these, we prefer the 
acid chlorides, acid anhydrides or mixed acid anhydrides comprising alkyl carbonates. These reactive deriva- 

30 tlves of carboxylic acids can be prepared in the same manner as t hose of carboxylic acids described In Reaction 
C, described above. 

There is no particular restriction on the nature of the base employed in this reaction, and any base may 
be used, provided that it has no adverse effect on any part of the molecule of the reagents. Examples of pre- 
ferred bases which may be used for this reaction Include: organic amines, such as trimethylamlne, triethyla- 

35 mine, pyridine, dimethylaniline, N-methylmorpholine or 4-(N,N-dimethylamino)pyridine; and particularly pre- 
ferably triethylamine or N-methylmorpholine. An excess of the organic amine can also serve as a solvent. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 

40 solvents Include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
pecially hatogenated aliphatic hydrocarbons, such as methylene chloride, dichloroethane or chloroform; 
ethers, such as diethyl ether, tetrahydrofuran or dioxane; esters, such as ethyl acetate or propyl acetate; 
amides, such as dimethylformamide, dimethylacetamide or hexamethylphosphoric triamlde; and nitriles, such 
as acetonitrile. Of these, we prefer the ethers (particularly tetrahydrofuran) or esters (particularly ethyl acet- 

45 ate). 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-lO^'C to 50*^0 (more preferably from 0°C to dO^'C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 

50 ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 30 minutes to 24 hours will usually suffice. 

Where R^ represents an alkyl group substituted with a carboxyl group, the corresponding compounds of 
formula (Ic) can be prepared by reacting a hydroxy compound with a cyclic carboxylic acid anhydride, such as 
succinic anhydride, glutaric anhydride or adipic anhydride (preferably succinic anhydride or glutaric anhydride). 

55 The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that it has no adverse effect on the reaction or 
on the reagents involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents include: aromatic hydrocarbons, such as benzene, toluene or xylene; halogenated hydrocarbons, es- 
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pecially haiogenated aliphatic hydrocarbons, such as methylene chtoride or chloroform; ethers, such as diethyl 
ether, tetrahydrofuran or dioxane; ketones, such as acetone or methyl ethyl ketone; amides, such as dime- 
thylformamide, diethylformamide or dimethylacetamide; nitriles, such as acetonitrile; and sulphoxides, such 
as dimethyl sulphoxide. Of these, we prefer the ketones. 

5 The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20''C to 100^*0 (more preferably from O^^C to 50°C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 

10 of from 30 minutes to 8 hours (more preferably from 1 to 5 hours) will usually suffice. 

The carboxylic acid compounds obtained above may be converted to the corresponding ester compounds 
by conventional esterif ication procedures, including reacting the carboxylic acid compound with a diazo com- 
pound, such as diazomethane, diazoethane, diazopropane, diazobutane or trimethylsllyldiazomethane in an 
inert solvent (preferably an ether, such as diethyl ether, tetrahydrofuran or dtoxane), at about room temperature 

15 for a period of from 10 minutes to 2 hours. 

After completion of the reaction, the desired compound prepared in this step can be recovered from the 
reaction mixture by conventional means. For example, one such technique comprises: neutralising properly 
the reaction mixture; distilling off the solvent from the reaction mixture or, if necessary, after distilling off the 
solvent from the reaction mixture, pouring the reaction mixture into water; extracting the mbcture with a water- 

20 Immiscible organic solvent; and finally distilling off the solvent from the extract. Further, If necessary, the prod- 
uct can be purified by conventional means, for example, recrystallisation, reprecipitation or the various chro- 
matography techniques, notably column chromatography. 

Reaction E comprises an alternative method for preparing a compound of formula (Ic). In this reaction, a 
compound of formula (Ic) is prepared by reacting a compound of formula (VIII) with a compound of formula 

25 (IX) and, if desired, oxidising the thioether compound thus obtained. This step is carried out in a similar manner 
as those described above in Reactions C and D. 

In Reaction F, a compound of formula (Id), that is, a compound of formula (1) wherein R^ represents a group 
of formula -CH2S(0)m(CH2)pfiOH (wherein m and £ are as defined as above), is prepared by reacting a com- 
pound of formula (II) with a compound of formula (X), normally in an inert solvent. 

30 The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provkled that it has no adverse effect on the reaction or 
on the reagents Involved and that it can dissolve the reagents, at least to some extent Examples of suitable 
solvents Include: aromatic hydrocarbons, such as benzene, toluene or xylene; ethers, such as diethyl ether, 
tetrahydrofuran or dioxane; haiogenated hydrocarbons, especially haiogenated aliphatic hydrocarbons, such 

35 as methylene chloride or chloroform; and alcohols, such as methanol, ethanol or isopropanol. The reaction 
may also be carried out In the absence of a solvent. 

The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the Invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20°C to 1 30°C (more preferably from 50°C to 1 00°C). The time required for the reaction may also vary widely, 

40 depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 
of from 30 minutes to 5 hours (more preferably from 1 to 2 hours) will usually suffice. 

After completion of the reaction, the desired compound prepared in this step can be recovered from the 
reaction mixture by conventional means. For example, one such technique comprises: neutralising properly 

^ the reaction mixture; distilling off the solvent from the reaction mixture or, if necessary, after distilling off the 
solvent from the reaction mixture, pouring the reaction mixture Into water; extracting the mixture with a water- 
immiscible organic solvent; and finally distilling off the solvent from the extract. Further, if necessary, the prod- 
uct can be purified by conventional means, for example, recrystallisation, reprecipitation or the various chro- 
matography techniques, notably column chromatography. 
^ In Reaction G, a compound of formula (ie), that Is, a compound of formula (I) wherein R^ represents a group 
of formula -B-S(0)m-R^ (wherein R^, B and m are as defined above), can be prepared by reacting a compound 
of formula (XI) with a reducing reagent in an inert solvent. 

Examples of reducing reagents which may be used include: borohydride compounds, such as lithium bor- 
ohydride, sodium borohydride, calcium borohydride or sodium cyanoborohydride. Of these, we prefer sodium 

55 borohydride. 

The reaction is normally and preferably effected in the presence of a solvent. There is no particular re- 
striction on the nature of the solvent to be employed, provided that It has no adverse effect on the reaction or 
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on the reagents involved and that it can dissolve the reagents, at least to some extent. Examples of suitable 
solvents include: ethers, such as diethyl ether, tetrahydrofuran ordioxane; alcohols, such as methanol or etha- 
nol; water; or a mixture of any two or more of these solvents. Of these, we prefer a mixture of an alcohol and 
an ether. 

5 The reaction can take place over a wide range of temperatures, and the precise reaction temperature is 
not critical to the Invention. In general, we find it convenient to carry out the reaction at a temperature of from 
-20*^0 to 100°C (more preferably from O'^C to 30°C). The time required for the reaction may also vary widely, 
depending on many factors, notably the reaction temperature and the nature of the reagents and solvent em- 
ployed. However, provided that the reaction is effected under the preferred conditions outlined above, a period 

10 of from 1 to 24 hours (more preferably from 3 to 10 hours) will usually suffice. 

After completion of the reaction, the desired compound prepared in this step can be recovered from the 
reaction mixture by conventional means. For example, one such technique comprises: neutralising properly 
the reaction mixture; distilling off the solvent from the reaction mixture or, if necessary, after distilling off the 
solvent from the reaction mixture, pouring the reaction mixture into water; extracting the mixture with a water- 

15 immiscible organic solvent; and finally distilling off the solvent from the extract. Further, if necessary, the prod- 
uct can be purified by conventional means, for example, recrystallisation, reprecipitation or the various chro- 
matography techniques, notably column chromatography. 

The starting materials of formula (U) are known or can be prepared by any of several known methods (for 
example, as described Japanese Patent Kokai Application No. Sho 61-85365 or in an analogous manner). 

20 The starting compounds of formulae (VI), (VIII) and (XI) can be prepared by reacting a compound of formula 
(II) with a compound of formula HOCO-B-X, HOCO-B-SY* or HOCO-B-SR®, in which: R^, B and X are as de- 
fined above; and represents a hydrogen atom, an alkali metal, a C2-C5 atkanoyi group (such as an acetyl, 
proplonyl, butyryl or valeryl group, preferably an acetyl or propionyl group) or an aromatic acyl group in which 
the aromatic part has from 6 to 10 ring carbon atoms (such as a benzoyl, toluoyi or naphthoyi group, preferably 

25 a benzoyl group). These reactions may be carried out in a similar manner to those described in Reaction C 
described above. Where Y' represents an acyl group, the compound produced may, if desired, be subjected 
to hydrolysis using a base (for example, an alkali metal alkoxide, such as sodium methoxide or sodium ethox- 
ide, or an alkali metal hydroxide, such as sodium hydroxide or potassium hydroxide) at a temperature of from 
-20''C to dO^'C (more preferably from O^'C to SO^'C) in an inert solvent (for example, an alcohol, such as methanol 

30 or ethanol) for a suitable period, for example from 5 minutes to 10 hours (more preferably from 10 minutes to 
5 hours) to give a compound in which Y' is a hydrogen atom. 

The pyridyloxy derivatives of the present invention have excellent htstamine-Ha receptor antagonist activ- 
ity, and are therefore useful for the prevention and therapy of peptic diseases resulting from undesirable peptic 
secretion, such as gastric ulcers, duodenal ulcers, gastritis, esophagistis, gastric dispepsia and Zollinger-Elli- 

35 son syndrome; they are also useful for the prophylaxis or treatment of gastric disease before surgery. 

The compounds of the present invention may be administered In any conventional form known for use with 
compounds having this type of activity, the precise form depending on the patient and the preferred route of 
administration, as is well known in the art. For example, for oral administration they may be formulated as tab- 
lets, capsules, granules, powders or syrups; and for parentheral administration they may be formulated as in- 

40 jections. Depending on the formulation, the compounds of the present invention may be administered by thenv 
selves or in admixture with conventional additives, such as vehicles (for example lactose, mannitol, corn starch 
or crystalline cellulose), binders (for example cellulose derivatives, gum arable or gelatin), disintegrating agents 
(for example calcium carboxymethylcelulose), lubricants (for example talc or magnesium stearate), stabilisers, 
corrigents, solvents for preparing injections (for example water, ethanol or glycerin). The dosage may vary de- 

45 pending on the age, condition and symptoms of the patient, as well as the nature and severity of the disorder 
being treated, however, the usual daily dosage for an adult human patient would be from 1 mg to 1000 mg (pre- 
ferably from 10 mg to 500 mg), per day, which may be administered as a single dose or divided into several 
doses. 

The activity of the compounds of the present invention is illustrated by the following Test Examples. In 
50 these, the compounds of the invention are identified by the number of the subsequent Example in which its 
preparation is illustrated. The prior art compounds A, B and C are as identified in the introductory portion of 
this specification. 

TEST EXAMPLE 1 

55 

Atrial test in guinea pigs 



The guinea pig right atrium in a spontaneous palpitation was excised, suspended in 40 ml of Krebs- 
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Henseiite solution, and a tension of 1 g was loaded between the atrium preparation and a transducer. The sol- 
ution was aerated at a fixed rate at SZ^'C. 10-^ M histamine was added, and the heart rate was recorded as 
control. A test compound was added to a concentration of 1 \xg/m\ and then, after 3 minutes, 1(H M histamine 
was added, and the heart rate was again recorded. The inhibitory rate (R%) compared to the control group 
5 was calculated according to the following equation: 

R = (1 -B/A)x100 

where: 

A: The heart rate of the control group 

B: The heart rate of the group to which the drug was administered 
10 The results are shown in the following Table 4. 



Table 4 



- ■ - ; - 


~ Compound of Example No. 


% Inhibition 


IS 


1 


86 




2 


90 




6 


86 


20 


13 


84 




17 


83 




26 


80 


25 


34 


94 




37 


99 




41 


85 


30 


48 


81 




A 


68 




B 


99 


35 


C 


45 



TEST EXAMPLE 2 

Inhibition of gastric secretions 

This test was carried out according to Shay's method [H. Shay: Gastroenterology 5, 43 (1945)] using male 
SD rats (5 weeks old). The rats were divided into groups, each group containing 5 rats. The animals were fasted 
for 24 hours before the beginning of the experiment They were then anesthetised with ether, the abdominal 
region was opened, and the pylorus was ligated. A test compound suspended in a 0.5% w/v aqueous carbox- 
ymethylcellulose (CMC) solution was administered intraduodenally. After 4 hours, the rat was sacrificed by 
deep anesthesia with ether, and the stomach was excised. The gastric juice was removed, centrifuged for 15 
minutes at 2500 rpm, and then 0.1 ml of the supernatant was taken out and titrated until the end point of neu- 
tralisation with a 0.01 N aqueous solution of sodium hydroxide, to determine the total gastric acidity. The 
amount of gastric acid secreted per hour (^Eq/hr) was calculated, and the inhibition rate (R%) to the control 
group was calculated according to the following equation. 

R = (1 - B/A)x100 

where 

A The gastric acid output of the control group (^Eq/hr) 
B: The amount of gastric acid output of the drug administered group (fxEq/hr) 
The results are shown in Table 5. 
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Table 5 
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50 


71 
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50 
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50 


-67 
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50 


-40 


35 


C 


50 


56 



TEST EXAMPLE 3 

40 HCI - ethanol-lnduced ulcer test in rats 

Male SD rats (6 to 8 weeks old) were fasted for 24 hours before the beginning of the experiment. Each 
was then administered orally with 1 ml ofa 60% ethanol solution containing 1 50 mM of hydrogen chloride. After 
1 hour, the stomach was excised. Into the stomach was Injected 1 0 ml of a 0.5% formaldehyde solution, and 
45 the stomach was fixed for 20 minutes. The injured area (mm^) occuring on the surface of the gastric mucosa 
was measured, and the total injured area per rat was regarded as the Injury index. 

Test compounds and 0.5% CMC, as the control, were orally administered each at a dose of 0.1 ml/100 g, 
60 minutes before treatment with the HCI - ethanol solution. 

The ulcer formation inhibitory rate (R%) was calculated by the following equation. 
50 R = (1 - B/A)x100 

where 

A: The injury Index of the control group (mm^) 
B: The injury index of the drug administered group (mm^) 
The results are shown in the following Table 6. 

55 
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Table 6 

Compound of % Inhibition *^ 

Example No. 



10 



2 100 

7 61 

^5 13 87 

34 79 

48 78 



20 



25 



A 39 
B 97 
C 56 



3^ Dose: 50 mg/kg. 

From these results, it can be seen that the compounds of the present invention strongly inhibit ulcer for- 
mation in our HCI - ethanol-induced ulcer model, and have a defence factor potentiating activity. 

The invention is further illustrated by the following Examples, which illustrate the preparation of certain of 
35 the compounds of the present invention, and the subsequent Preparations, which illustrate the preparation of 
certain starting materials used in these Examples. 

EXAMPLE 1 

40 N-[4-(4-Piperldinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-hydroxyethylthio)acetamide 

0.20 ml of 2-mercaptoethanol was added to a solution of 0.24 g of 85% potassium hydroxide (i.e. potassium 
hydroxide of 85% purity) and 0.94 g of N-[4-(4-plperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]-2-chloroaceta- 
mide (prepared as described in Preparation 1) in 20 ml of methanol, and the resulting mixture was stirred at 
45 room temperature for 1 hour. At the end of this time, the reaction mixture was concentrated by evaporation 
under reduced pressure. The concentrate was diluted with water, after which it was extracted with chloroform. 
The extract was concentrated by evaporation under reduced pressure, and the residue thus obtained was puri- 
fied by column chromatography through silica gel, using a 1 : 9 by volume mixture of ethanol and chloroform 
as the eluent, to give 0.95 g (yield 90%) of the title compound as an oil. 
50 Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.32- 1.52 (2H, multiplet); 
1.52- 1.70 (4H. multiplet); 
2.25 - 2.55 (4H, multiplet); 
2.77 (2H. triplet, J = 6.3 Hz); 
55 3.25 - 3.50 (1H. broad); 

3.27 (2H, singlet); 
3.44 (2H, singlet); 
3.80 (2H, triplet, J = 6.3 Hz); 
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4.05(2H, triplet, J = 6.1 Hz); 

4.93 (2H, doublet. J = 6,8 Hz); 

5.68- 5.80 (1H,multiptet); 

6.80 - 5.95 (IH.multiplet); 
5 6.79(1H. singtet); 

6.90 (1 H, doublet, J = 5.4 Hz). 

7.08 - 7.28 (1H, broad); 

8.06 (1H, doublet, J = 5.4 Hz). 
Infrared Absorption Spectrum (CHCf I3), v^ax cnr^: 
10 3360. 2920, 1650. 1610. 1415. 1400. 1295. 1285. 1030. 

EXAMPLE 2 



N-[4-(4-Plperidinomethyl-2-pyridyloxy)-cls-2-butenyl]-2-(2-acetoxyethylthio)acetamlde 

15 

0.50 g of N-[4-(4-piperldinomethyi-2-pyridyloxy)-cls-2-butenyl1-2-(2-hydroxvethvlthio)acetanr>ide (pre- 
pared as described in Example 1) was added to a mixture of 0.47 ml of acetic anhydride and 0.39 g of pyridine, 
and the resulting mixture was heated at eO'^C for 2 hours. At the end of this time, the reaction mixture was 
poured into ice-water, after which a saturated aqueous solution of sodium hydrogencarbonate was added. The 
20 aqueous mixture was then extracted with chloroform. The extract was concentrated by evaporation under re- 
duced pressure, and the residue was purified by column chromatography through silica gel, using a 1 : 19 by 
volume mixture of methanol and methylene chloride as the eiuent, to give 0.51 g (yield 91%) of the title com- 
pound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
25 1.38- 1.50 (2H, multiplet); 

1.50- 1.70 (4H, multiplet); 
2.06 (3H, singlet); 
2.30 - 2.45 (4H, multiplet); 
2.79 (2H. triplet, J = 6.3 Hz); 
30 3.28 (2H, singlet); 

3.41 (2H, singlet); 
4.08 (2H, triplet, J = 6.3 Hz); 
4.23 (2H. triplet, J = 6.3 Hz); 
4.94 (2H, doublet, J = 6.8 Hz); 
35 5.62 - 5.74 (1 H. multiplet); 

5.82 - 5.95 (1H, multiplet); 
6.74 (1H, singlet); 
6.88 (1H. doublet. J = 5.4 Hz); 
6.90 - 7.05 (1H, broad); 
40 8.06(1H, doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (CHC^s), v^ax cnfr^: 

3370, 2920. 1735. 1660, 1610. 1515, 1415, 1400. 1295. 1285. 1025. 
The hydrochloride of the title compound, melting at 198 - 208**C, was prepared by dissolving the compound 
obtained above in ethyl acetate, after which it was treated with an excess of a 4 N ethyl acetate solution of 
45 hydrogen chloride. 

The oxalate of the title compound, melting at 127 - 133**C, was prepared by dissolving the title compound, 
obtained as described above, in acetone, after which an equimolar amount of oxalic acid was added, and crys- 
tals of the oxalate, which precipitated, were collected by filtration. 

50 EXAMPLE 3 

N-[4-(4-Piperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(2-hydroxyethylthio)butyramide 

Following a procedure similar to that described in Example 1. but using N-[4-(4-piperidinomethyl-2-pyrl- 
55 dyloxy)-cis-2-butenyl]-4-chlorobutyramide (prepared as described In Preparation 2) and 2-mercaptoethanol as 
starting materials, in relative proportions similar to those used in that Example, and carrying out the reaction 
at 80X for 5 hours, the title compound was obtained in a 66% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
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1.35 - 1.50 (2H.multlplet); 
1.50- 1.75 (4H,multiplet); 
1.80 - 2.02 (2H.multiplet); 
2.30 - 2.50 (4H. multiplet); 
5 2.32 (2H. triplet, J = 7.0 Hz); 

2.50-2.65 (1H, singlet); 

2.59 (2H, triplet, J = 7.0 Hz); 
2.72 (2H, triplet, J = 6.7 Hz); 
3.44 (2H. singlet); 

10 3.68 - 3.80 (2H, multiplet); 

4.03 {2H, triplet, J = 6.8 Hz); 
4.93 (2H. doublet, J = 6.8 Hz); 

5.60 - 5.75 (1H, multiplet); 

5.75 - 5.90 (1H, multiplet); 
15 6.10 - 6.30 (1H, broad); 

6.76 (1H, singlet); 

6.90 (1H, doublet, J = 5.4 Hz); 

8.05 (1H, doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (CHC^a), v^ax cnr^: 
20 3440,2930,1660.1610.1415.1400.1295,1285.1030. 

EXAMPLE 4 

N-[4-(4-Piperldinornethyi-2-pyridyloxy)-cis-2-butenyt]-2-(2-hydroxypropy[thio)acetamide 

25 

Following a procedure similar to that described in Example 1, but using N-[4-(4-piperidinomethyl-2-pyri- 
dyloxv)-cis-2-butenyn-2-chloroacetamide (prepared as described In Preparation 1) and 1-mercapto-2-propanol 
as starting materials, in relative proportions similar to those used in that Example, the title compound was ob- 
tained in an 89% yield. 
30 Nuclear Magnetic Resonance Spectrum (CDCiz)* ^ ppm: 
1 .25 (3H. doublet. J = 6.4 Hz); 
1.30- 1.86 (1H, broad); 
1.38 - 1.49 (2H. multiplet); 
1.53- 1.65 (4H, multiplet); 
35 2.31 - 2.43 (4H. multiplet); 

2.54 (IN. doublet of doublets, J = 8.3 & 13.9 Hz); 

2.74 (1H. doublet of doublets. J = 3.4 & 13.9 Hz); 
3.25 (1H. doublet. J = 16.1 Hz); 

3.29 (1H. doublet. J = 16.1 Hz); 
40 3.41 (2H, singlet); 

3.87-4.01 (1H. multiplet); 

4.06 (2H. doublet. J = 6.1 Hz); 
4.93 (2H, doublet. J = 6.8 Hz); 
5.65 - 5.77 (1H. multiplet); 

45 5.83 - 5.93 (1 H. multiplet); 

6.75 (1H, singlet); 

6.89 (1 H. doublet. J = 5.4 Hz); 
7.03-7.21 (1H. broad); 
8.05 (1H, doublet, J = 5.4 Hz). 
50 Infrared Absorption Spectrum (liquid film), v^ax cnrr^: 

3293, 2935, 1648. 1613. 1560, 1421. 1403, 1301, 1290, 1039. 

EXAMPLE 5 

ss N-[4-(4-Piperidinomethyi-2-pyrldyloxy)-cls-2-butenyl]-4-(2-hydroxypropylthio)butyramide 

Following a procedure similar to that described in Example 1, but using N-[4-(4-piperidinomethyl-2-pyrl- 
dyloxy)-cjs-2-butenyl]-4-chlorobutyramide (prepared as described in Preparation 2) and 1-mercapto-2-propa- 
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noi as starting materials, in relative proportions similar to those used in that Example, the title compound was 
obtained in a 58% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1 .24 (3H. doublet, J = 6.6 Hz); 
5 1.38- 1.50 (2H. multiplet); 

1.52 - 1.64 (4H.multlplet); 
1.84 - 2.04 (2H. multiplet); 
2.27 - 2.46 (6H, multiplet); 
2.46 (1H, doublet of doublets, J = 5.3 & 13.9 Hz); 
10 2.59 (2H, triplet. J = 6.9 Hz); 

2.71 (1H, doublet of doublets. J = 3.3 & 13.9 Hz); 

3.41 (2H. singlet); 

3.81 -3.92(1 H, multiplet); 

4.03 (2H, triplet. J = 5.9 Hz); 
15 4.93 (2H, doublet, J = 6.6 Hz); 

5.78-5.91 (1H. multiplet); 
5.63 - 5.76 (1H. multiplet); 
6.06 - 6.22 (1H. broad); 

6.74 (1H, singlet); 

20 6.89 (1 H. doublet. J = 5.3 Hz); 

8.04 (1 H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (liquid film), v^ax cnr^: 

3298, 2935. 1647, 1613. 1560, 1421. 1403, 1311. 1301. 1289. 1070. 

25 EXAMPLES 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyi]-4-(2-acetoxyethylthio)butyramide 

Following a procedure similar to that described in Example 2, but using N-[4-(4-piperidinomethyl-2-pyri- 
30 dyloxy)-c|s-2-butenyl]-4-(2-hydroxyethylthio)butyramide (prepared as described in Example 3) and acetic an- 
hydride as starting materials, in relative proportions similar to those used in that Example, the title compound, 
melting at 36 - 40''C, was obtained in an 80% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.30- 1.60 (2H, multiplet); 
35 1.60- 1.80 (4H, multiplet); 

1.80 - 2.02 (2H, multiplet); 

2.06 (3H, singlet); 

2.32 (2H. triplet. J = 7.0 Hz); 

2.30 - 2.55 (4H. multiplet); 
40 2.62 (2H. triplet, j = 7.0 Hz); 

2.73 (2H. triplet. J = 6.8 Hz); 

3.46 (2H. singlet); 

4.04 (2H, triplet. J = 6.1 Hz); 

4.20 (2H. triplet. J = 6.8 Hz); 
45 4.93 (2H. doublet. J = 6.8 Hz); 

5.60-5.75 (1H. multiplet); 

5.77- 5.90 (1H, multiplet); 

6.00 - 6.20 (1H, broad); 

6.75 (1H, singlet); 

50 6.92 (1 H, doublet, J = 5.4 Hz); 

8.06 (1H, doublet. J = 5.4 Hz). 
Infrared Absorption Spectrum (CHCfs), Vmax cnrr^: 

3450, 2930, 1735, 1665. 1610, 1415, 1400, 1295. 1285, 1030. 
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EXAMPLE 7 

N-[4-(4"Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2'(2-propionyloxyethylthio)acete 

5 0.09 ml of propionyl chloride was added to a mixture of 0.40 g of N-[4-(4-piperidinomethyl-2-pyridyloxy)- 

cis-2-butenyl]-2-(2-hydroxyethylthio)acetamide (prepared as described in Example 1) and 1.02 ml of pyridine, 
and the resulting mixture was allowed to stand at room temperature for 2 hours. At the end of this time, the 
reaction mixture was poured into ice->water, and a saturated aqueous solution of sodium hydrogencarbonate 
was added to the resulting mixture, after which it was extracted with chloroform. The extract was concentrated 
10 by evaporation under reduced pressure and the residue was purified by column chromatography through silica 
gel, using a 1 : 19 by volume mixture of methanol and ethyl acetate as the eluent, to give 0.39 g (yield 85%) 
of the title compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.14 (3H. triplet, J = 7.5 Hz); 
15 1.35- 1.75 (6H. multiplet); 

2.30 - 2.60 (4H, multiplet); 

2.34 (2H, quartet. J = 7.5 Hz); 
2.79 (2H, triplet, J = 6.6 Hz); 
3.28 (2H, singlet); 

20 3.41 (2H. singlet); 

4.08 (2H. triplet, J = 6.6 Hz); 

4.25 (2H, triplet, J = 6.3 Hz); 

4.93 (2H. doublet, J = 6.6 Hz); 

5.63 - 5.69 (1H, multiplet); 
25 5.72 - 5.93 (1H. multiplet); 

6.73 (1H. singlet); 

6.88 (1H. doublet, J = 5.3 Hz); 

6.95- 7.10 (1H. broad); 

8.06 (1 H, doublet, J = 5.3 Hz). 
30 Infrared Absorption Spectrum (CHC^a), Vmax cnrr^: 

3380, 2940. 1735, 1665, 1615. 1420, 1405, 1300, 1290, 1180. 
The hydrochloride of the title compound, melting at 99 - 106''C, was prepared by dissolving the title com- 
pound, prepared as described above, in diethyl ether, after which the resulting solution was treated with an 
equimolar amount of a 4 N ethyl acetate solution of hydrogen chloride. 
35 Nuclear Magnetic Resonance Spectrum (CDCf 3 + CD3OD), 5 ppm: 

1.10 (3H, triplet, J = 7.6 Hz); 

1.58- 1. 76 (2H. multiplet); 
1.76- 1.94 (4H, multiplet); 

2.35 (2H, quartet, J = 7.6 Hz); 
40 2.84 (2H, triplet. J = 6.6 Hz); 

3.03 - 3.38 (4H, multiplet); 

3.24 (2H, singlet); 

3.99 (2H. triplet. J = 6.6 Hz); 

4.24 (2H. triplet, J = 6.6 Hz); 
45 4.26 (2H, singlet); 

4.99 (2H. doublet, J = 6.6 Hz); 

5.59- 5.70 (1H, multiplet); 
5.76- 5.86 (1H. multiplet); 
7.00 (1H, singlet); 

50 7.10 (1H, doublet. J = 5.0 Hz); 

8.25 (1H, doublet, J = 5.0 Hz). 

The dihydrochloride of the title compound, melting at 235 - 255°C, was prepared by dissolving the title com- 
pound, prepared as described above, in ethyl acetate, after which the resulting solution was treated with a 
molar excess of a 4 N ethyl acetate solution of hydrogen chloride. 
55 Nuclear Magnetic Resonance Spectrum (CDCf 3 + CD3OD), 8 ppm: 

1.10 (3H. triplet, J = 7.6 Hz); 
1.44- 1.69 (2H, multiplet); 
1.75- 2.05 (4H. multiplet); 
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2.35 (2H. quartet. J = 7.6 Hz); 
2.84 (2H, triplet, J = 6.6 Hz); 
2.98-3.19 (2H,multlplet); 
4.00 (2H. triplet. J = 5.9 Hz); 
5 4.24 (2H. triplet, J = 6.6 Hz); 

4.49 (2H, singlet); 

5.18 (2H. doublet, J = 5.9 Hz); 
5.66 - 5.88 (2H, multiplet); 
7.48 (1H, doublet, J = 5.3 Hz); 
10 7.66 (1H, singlet); 

8.39 (1H, doublet. J = 5.3 Hz). 

EXAMPLE 8 . 

15 2-{N-[4-(4-Piperidinoniethyl-2-pyridyloxy)~cis-2-butenyl]carbanrioylniethylthio}ethyl hydrogen succinate 

0.11 g of succinic anhydride was added to a solution of 0.4 g of N-['^-(4-piperidinomethyl-2-pyridyloxy)- 
cis-2-butenyl]-2-(2-hydroxyethylthio)acetamide (prepared as described in Example 1) in 10 mt of acetone, and 
the resulting mixture was stirred at room temperature for 3 hours. At the end of this time, the reaction mixture 
20 was concentrated by evaporation under reduced pressure, and the concentrate was purified by column chro- 
matography through silica gel, using a 100 : 5 : 2 by volume mixture of methylene chloride, triethylamine and 
methanol as the eluent, to give 0.49 g of the triethylamine salt of the title compound in an 80% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.18 (9H, triplet, J = 7.3 Hz); 
25 1.40 - 1.55 (2H, multiplet); 

1.55- 1.80 (4H, multiplet); 
2.40- 2.60 (2H, multiplet); 
2.50- 2.68 (4H, multiplet); 

2.78 (2H. triplet, J = 6.3 Hz); 
30 2.82 (6H, quartet. J = 7.3 Hz); 

3.50 (2H, singlet); 

4.08 (2H. triplet. J = 6.3 Hz); 
4.26 (2H, triplet, J = 6.3 Hz); 

4.40 - 5.10 (1H, broad); 

35 4.93 (2H, doublet. J = 7.2 Hz); 

5.66-5.75 (1H. multiplet); 
5.82- 5.95 (1H, multiplet); 

6.79 (1H. singlet); 

6.87 (1 H. doublet, J = 5.2 Hz); 
40 8.08 (1H, doublet, J = 5.2 Hz). 

Infrared Absorption Spectrum (CHCfa). Vmax cnrr^: 

3380. 1735. 1660, 1610. 1415. 1400. 1295, 1285. 1160. 1030. 

EXAMPLE 9. 

45 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cls-2-butenyll-2-(2-benzoyloxyethylthio)acetamide 

0.24 ml of benzoyl chloride was added, whilst ice-cooling, to a mixture of 0.40 g of N-[4-(4-piperidinomethyl- 
2-pyridyloxy)-cis-2-butenyI]-2-(2-hydroxyethylthio)acetamide (prepared as described in Example 1) and 1.02 
50 ml of pyridine, and the resulting mixture was stirred at room temperature for 2 hours. At the end of this time, 
the mixture was concentrated by evaporation under reduced pressure. The concentrate was diluted with water 
and made alkaline by the addition of an aqueous ammonia solution, after which it was extracted with ethyl 
acetate. The extract was concentrated by evaporation under reduced pressure, and the concentrate was puri- 
fied by column chromatography through silica gel, using a 1 : 40 by volume mixture of methanol and ethyl acet- 
55 ate as the eluent, to give 0.31 g of the title compound in a 61% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
1.35 - 1.50 (2H, multiplet); 
1.50- 1.75 (4H, multiplet); 
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2.25-2.45 (4H, multiplet); 
2.94 (2H. triplet, J = 6.3 Hz); 
3.40 (2H. singlet); 
3.32 (2H. singlet); 
5 4.07 (2H, triplet. J = 6.3 Hz); 

4.49 (2H, triplet, J = 6.6 Hz); 
4.92 (2H, doublet. J = 6.6 Hz); 
5.62-5.71 (1H. multiplet); 
5.81 -5.88(1 H, multiplet); 
10 6.73 (1H, singlet); 

6.87 (1H. doublet. J = 5.3 Hz); 
7.40 - 7.62 {4H. multiplet); 
8.02 - 8.07 (3H, multiplet). 
Infrared Absorption Spectrum (CHCfa), Vmax cm-^: 
15 3390. 2940, 1720, 1665, 1615. 1275. 1170. 

The dihydrochloride of the title compound, melting at 185 - 195''C, was prepared by dissolving the com- 
pound obtained above in ethyl acetate, after which the resulting solution was treated with a molar excess of 
a 4 N ethyl acetate solution of hydrogen chloride. 

20 EXAMPLE 10 



N-[4-(4-Plperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-cyclohexyicarbonyloxyethylthio)acetamide 

0.10 ml of ethyl chloroformate was added, whilst ice-cooling, to a solution of 0.13 ml of cyclohexanecar- 
25 boxylic acid in 18 ml of ethyl acetate, and the resulting mixture was stirred at room temperature for 1 hour. At 
the end of this time, a solution of 0.40 g of N-[4-(4-piperidinomethyl-2-pyridyloxy)-cjs-2-butenyl]-2-(2-hydrox- 
yethylthio)acetamide (prepared as described in Example 1) in 4 ml of ethyl acetate was added to the reaction 
mixture, whilst ice-cooling. The reaction mixture was then stirred at room temperature for 1 hour, after which 
it was heated under reflux for 16 hours. At the end of this time, it was concentrated by evaporation under re- 
30 duced pressure. The concentrate was purified by column chromatography through silica gel, using a 1 : 9 by 
volume mixture of methanol and ethyl acetate as the eluent, to give 0.18 g of the title compound In a 35% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.17- 2.09 (16H, multiplet); 
2.23 - 2.47 (5H, multiplet); 
35 2.79 (2H, triplet, J = 6.3 Hz); 

3.28 (2H, singlet); 
3.42 (2H, singlet); 
4.08 {2H, triplet. J = 6.3 Hz); 
4.23 (2H, triplet. J = 6.3 Hz); 
40 4.94 (2H, doublet, J = 6.6 Hz); 

5.81-5.94 (1H, multiplet); 
5.62- 5.74 (1H. multiplet); 
6.74 (1H, singlet); 
6.85- 7.05 (1H. broad); 
45 6.89 (1 H. doublet. J = 5.3 Hz); 

8.06 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfa). Vmax cnr^: 
3380, 2940. 1730. 1665, 1610. 1310, 1165, 



so EXAMPLE 11 



N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-3-(2-hydroxyethylthio)propionamide 

105 mg of sodium hydride (as a 55% w/w dispersion in mineral oil) were added, whilst ice-cooling and in 
55 an atmosphere of nitrogen, to a solution of 0.76 g of N-[4-(4-piperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]-3- 
mercaptopropionamide (prepared as described in Preparation 3) in 24 ml of dimethyifonmamide, and the re- 
sulting mixture was stirred at room temperature for 30 minutes. At the end of this time, 0.16 ml of ethylene 
chlorohydrin were added to the reaction mixture, whilst Ice-cooling. The reaction mixture was stirred at room 
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temperature for 1 5 minutes, after which it was poured into Ice-water and extracted with ethyl acetate. The ex- 
tract was concentrated by evaporation under reduced pressure, and the residue thus obtained was purified 
by column chromatography through silica gel, using a 1 : 9 by volume mixture of methanol and methylene chlor- 
ide as the eluent, to give 0.56 g of the title compound as an oil in a 65% yield. 
5 Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.38- 1.50 (2H. multlplet); 

1.50- 1.64 (4H, multiplet); 

1.55- 2.10 (1H, broad); 

2.30 -2 43 (4H, multiplet); 
10 2.49 (2H, triplet, J = 6.9 Hz); 

2.74 (2H, triplet, J = 5.9 Hz); 

2.88 (2H, triplet, J = 6.9 Hz); 
3.41 (2H, singlet); 

3.76 (2H, doublet of triplets, J = 5.3 & 5.9 Hz); 
15 4.05 (2H, triplet, J = 6.3 Hz); 

4.93 (2H, doublet, J = 6.6 Hz); 
5.63- 5.78 (1H, multiplet); 
5.78-5.90 (1H, multiplet); 

6.75 (1H, singlet); 

20 6.89 (1 H, doublet. J = 5.3 Hz); 

8.04 (1 H. doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCf 3), Vmax cnr^: 

3450, 2930. 1665. 1612, 1418, 1400, 1300, 1290, 1035. 

25 EXAMPLE 12 

N-[4-(4-Plperldlnomethyl-2-pyridyloxy)-cis-2-butenyl]-3-(2-acetoxyethylthio)proplonamide 

Following a procedure similar to that described In Example 2, but using N-[4-(4-plperidinomethyl-2-pyri- 
30 dyloxy)-cis-2-butenyl]-3-(2-hydroxyethylthio)propionamide (prepared as described in Example 11) and acetic 
anhydride as starting materials, in relative proportions similar to those used in that Example, the title compound 
was obtained in an 87% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.36 - 1.50 (2H. multiplet); 
35 1.50 - 1.63 (4H, multiplet); 

2.07 (3H. singlet); 
2.28 - 2.43 (4H, multiplet); 
2.48 (3H, triplet, J = 7.3 Hz); 

2.77 (2H. triplet. J = 6.9 Hz); 
40 3.41 (2H. singlet); 

4.05 (2H, triplet. J = 6.3 Hz); 
4.22 (2H. triplet. J = 6.9 Hz); 
4.93 (2H. doublet. J = 6.6 Hz); 
5.62 - 5.76 (1H. multiplet); 

45 5.79 - 5.90 (1 H. multiplet); 

6.17- 6.40 (1H, broad); 
6.74 (1H. singlet); 

6.89 (1H. doublet, J = 5.3 Hz); 
8.04 (1 H, doublet, J = 5.3 Hz). 

50 Infrared Absorption Spectrum (CHC^s), Vmax cmr^: 

3450. 2930. 1735. 1665. 1610. 1415. 1400. 1298, 1288, 1028. 

EXAMPLE 13 

55 N-[4-(4-Piperidinomethyl-2-pyridyloxy)-CiS-2-butenyl]pyrazole-4-carboxamide 

A solution of 2.39 g of 4-(4-piperidinomethyl-2-pyridyloxy)-c|s-2-butenylamine and 1.08 g of 4-pyrazole- 
carboxylic acid in 40 ml of dry dimethylformamlde was stirred for 5 minutes, whilst ice-cooling. 1 .89 g of diethyl 
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cyanophosphonate and 1.65 ml of triethylamine were added to the mixture, and the resulting mixture was stir- 
red at room temperature for 3 hours. At the end of this time, the reaction mixture was diluted with water and 
extracted with ethyl acetate. The extract was washed with a saturated aqueous solution of sodium hydrogen- 
carbonate and then with a saturated aqueous solution of sodium chloride, after which it was dried over anhy- 
5 drous magnesium sulphate. The solvent was then removed by distillation under reduced pressure, and the re- 
sidue was purified by column chromatography through silica gel, using a 1 : 9 by volume mixture of methanol 
and chloroform as the eluent, to give 1.65 g (yield 51%) of the title compound as a white powder, melting at 
121 - 123X. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
10 1.38 - 1.52 (2H.multiplet); 

1.52 - 1.66 (4H,mulllplet); 

2.32 - 2.48 (4H, multlplet); 

3.42 (2H, singlet); 

4.16 (2H, triplet, J = 5.6 Hz); 
15 4.95 (2H, doublet, J = 5.9 Hz); 

5.72 - 5.96 (2H, multiplet); 
6.74 (1H, singlet); 

6.81 (1 H. broad triplet, J = 5.6 Hz); 
6.87 (1 H, doublet, J = 5.3 Hz); 
20 7.99 (2H, singlet); 

8.03 (1 H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (KBr), Vmax cvrr'^: 
2933, 1629, 1611, 1566, 1530, 1408. 1342. 1299. 

25 EXAMPLE 14 

N-[4-(4-Piperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]thiophene-2-carboxamide 

240 mg of 2-thiophenecarboxylic acid, 390 mg of N,N'-dicyclohexylcarbodiimide and 275 mg of 1-hydrox- 
30 ybenzotriazole were added to a solution of 485 mg of 4-(4-piperidinomethyl-2-pyridyloxy)-cjs-2-butenylamlne 
in 10 ml of dry dimethylformamide, and the resulting mixture was stirred at room temperature for 17 hours. At 
the end of this time, the reaction mixture was mixed with ethyl acetate, and the urea which precipitated was 
removed by f iltratbn. The filtrate was diluted with water and extracted with ethyl acetate. The extract was wash- 
ed with a saturated aqueous solution of sodium hydrogencarbonate and then with a saturated aqueous solution 
35 of sodium chloride, after which it was dried over anhydrous magnesium sulphate. The solvent was then re- 
moved by distillation under reduced pressure, and the residue was purified by column chromatography through 
silica gel, using a 1 : 1 9 by volume mixture of methanol and methylene chloride as the eluent, to give 499 mg 
(yield 73%) of the title compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
40 1.37 - 1.52 (2H, multiplet); 

1.52- 1.65 (4H, multlplet); 
2.28 - 2.46 (4H, multiplet); 
3.41 (2H, singlet); 
4.22 (2H, triplet, J = 6.3 Hz); 
45 4.98 (2H. doublet, J = 6.6 Hz); 

5.73 - 5.85 (1H, multiplet); 
5.85-5.97 (1H, multiplet); 
6.56 (1H, broad singlet); 

6.74 (1H, singlet); 

50 6.89(1H, doublet, J = 5.3 Hz); 

7.02- 7.09 (1H. multiplet); 
7.46 (1H, doublet, J = 5.3 Hz); 
7.51 (1 H, doublet, J = 4.0 Hz); 
8.03 (1 H, doublet, J = 5.3 Hz). 
55 Infrared Absorption Spectrum (CHCf 3), v^ax cnr^: 

2920, 1665. 1640. 1610, 1565. 1530. 1500, 1415, 1400, 1295, 1285. 
The hydrochloride of the title compound, melting at 1 80 - 1 83''C, was prepared by dissolving the title com- 
pound obtained above in ethyl acetate, after which it was treated with an equimolar amount of an ethyl acetate 
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solution of hydrogen chloride. 
EXAMPLE 15 

5 N"[4-(4-Piperidinonr)ethyi-2-pyridyloxy)-cis-2-butenyl]pyrrole-2-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 2-pyrrolecarboxylic acid as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as colourless prisms, melting at 136 - 137''C, in 
10 an 80% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.39-1.51 (2H, multiplet); 

1.51 - 1.65 (4H multiplet); 
2.33 - 2.48 (4H, multiplet); 

15 . 3.42 (2H. singlet); 

4.21 (2H, triplet, J = 6.4 Hz); 

4.98 (2H. doublet, J = 6.3 Hz); 

5.70-5.79 (1H, multiplet); 

5.83-5.92 (1H, multiplet); 
20 6.20 - 6.23 (1 H, multiplet); 

6.25-6.36 (1H, broad); 

6.52- 6.55 (1H, multiplet); 
6.75 (1H, singlet); 

6.88 - 6.93 (2H, multiplet); 
25 8.06 (1 H, doublet, J = 4.9 Hz); 

9.51-9.75 (1H, broad). 
Infrared Absorption Spectrum (KBr), Vmax cmr^: 
3242.1641,1561,1524. 

30 EXAMPLE 16 

1,3,5-Trimethyl-N-[4-(4-plperidinomethyl-2-pyridyloxy)-cls-2-butenyllpyrazole-4-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
35 ioxy)-cis-2-butenylamine and 1 ,3,5-trimet hyl-4-pyrazolecarboxylic acid as starting materials, in relative propor- 
tions similar to those used In that Example, the title compound was obtained as a white powder, melting at 75 
- 77*^0, in a 69% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.37 - 1.52 (2H. multiplet); 
40 1.52- 1.69 (4H, multiplet); 

2.36 (3H. singlet); 
2.30 - 2.49 (4H, multiplet); 
2.46 (3H, singlet); 
3.44 (2H, singlet); 
45 3.71 (3H, singlet); 

4.19(2H, triplet, J = 6.1 Hz); 
4.96 (2H, doublet, J = 6.4 Hz); 
5.75 - 5.91 (3H, multiplet); 
6.74 (1H, singlet); 
50 6.89 (IN, doublet, J = 4.9 Hz); 

8.00 (1H, doublet, J = 4.9 Hz). 
Infrared Absorption Spectrum (KBr), v^ax cnr'^- 
3344, 2930,1617,1561,1410. 
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EXAMPLE 17 

3-Amino-N-[4-(4-piperidinomethyi-2-pyridyloxy)-cis-2-butenyl]pyrazole-4-carboxamide 

5 Following a procedure similar to that described in Example 13, but using 4"(4-piperidinomethyl-2-pyridy- 

loxv)"ClS"2-butenylamine and 3-amino-4-pyrazolecarboxylic acid as starting materials, in relative proportions 
similar to those used in that Example, the title compound was obtained as a white powder, melting at 172 - 
174^'C, in a 38% yield. 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide), 6 ppm: 
10 1.32 - 1.45 (2H,multiplet); 

1.45- 1.57 (4H, multiplet); 
2.26 - 2.44 (4H. multiplet); 

3.42 (2H, singlet); 

3.92 (2H, triplet, J = 5.9 Hz); 
15 4.92 (2H. doublet, J 5.9 Hz); 

5.52 - 5.78 (2H, multiplet); 

6.72 (1H, singlet); 

6.92 (1H, doublet, J = 6.4 Hz); 

7.67 - 7.79 (1H, broad); 
20 7.88 (1 H, broad triplet, J = 5.4 Hz); 

8.08 (1 H, doublet, J = 5.4 Hz). 
Infrared Absorption Spectrum (KBr), Vmax ovnr^: 

3229, 2934. 1616,1 529, 1 399. 

25 EXAMPLE 18 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]pyrazole-3-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
30 loxy)-cis-2-butenylamlne and 3-pyrazolecarboxyllc acid as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as an oil in a 57% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.38 - 1.52 (2H, multiplet); 
1.52- 1.65 (4H, multiplet); 
35 2.31 - 2.50 (4H, multiplet); 

3.43 (2H, singlet); 

4.21 (2H. triplet, J = 6.3 Hz); 

4.96 (2H, doublet, J = 6.6 Hz); 

5.77 - 5.99 (2H, multiplet); 
40 6.80 - 6.89 (3H, multiplet); 

7.21-7.31 (1H, broad); 

7.57 (1 H, doublet, J = 2.0 Hz); 

8.08 (1H. doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHC^a), Vmax cnr^: 
45 2925. 1655, 1610. 1560 (shoulder), 1540. 

EXAMPLE 19 

5-Methyl-N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]pyrazole-3-carboxamide 

so 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidlnomethyl-2-pyridy- 
loxy)-cls-2-butenylamine and 5-methyl-3-pyrazotecarboxylic acid as starting materials, in relative proportions 
similar to those used in that Example, the title compound was obtained as a white powder, melting at 93 - 95^C, 
in a 52% yield. 

55 Nuclear Magnetic Resonance Spectrum (CDCfa), 6 ppm: 
1.38- 1.52 (2H, multiplet); 
1.52- 1.66 (4H, multiplet); 
2.33 (3H, singlet); 
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2.31 - 2.48 (4H. multiplet); 

3.42 (2H, singlet); 

4.20 (2H, triplet. J = 6.4 Hz); 

4.96 (2H, doublet, J = 6.8 Hz); 
5 5.72-5.81 (1H. multiplet); 

5.83-5.93 (1H, multiplet); 

6.55 (1H, singlet); 

6.76 (1H, singlet); 

6.87 (1H, doublet, J = 5.4 Hz); 
10 7.06- 7.20 (1H, broad); 

8.08 (1H, doublet, J = 5.4 Hz); 

10.37- 10.93 (1H, broad). 
Infrared Absorption Spectrum (KBr), Vmax cm-^: 

3195, 2931. 1645, 1612, 1558. 



15 



EXAMPLE 20 



N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]furan-2-carboxamide 

20 Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 

ioxy)-cis-2-butenylamine and 2-furancarboxylic acid as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as an oil in an 82% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.35 - 1.53 (2H, multiplet); 
25 1.53 - 1.80 (4H, multiplet); 

2.25 - 2.60 (4H, multiplet); 

3.48 (2H, singlet); 

4.22 (2H, triplet, J = 6.4 Hz); 
4.98 (2H. doublet, J = 6.8 Hz); 
30 5.70- 5.82 (1H, multiplet); 

5.84 - 5.96 (1H, multiplet); 

6.49 (1H, doublet of doublets, J = 3.4 & 2.0 Hz); 
6,58- 6.72 (1H, multiplet); 

6.77 (1H, singlet); 
35 6.85- 7.03 (1H, multiplet); 

7.11 (1H, doublet of doublets, J = 3.4 & 1.0 Hz); 

7.43(1H, triplet, J = 1.0 Hz); 

8.10(1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnrr^: 
40 3430 2930, 1655, 1610, 1595, 1518, 1475, 1415, 1400 1295, 1285. 

EXAMPLE 21 

5-Methyl-N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]thiophene«2-carboxamide 

45 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidlnomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 5-methyl-2-thiophenecarboxylic acid as starting materials. In relative proportions 
similar to those used in that Example, the title compound, melting at 71 - 73''C, was obtained in a 72% yield. 
Nuclear Magnetic Resonance Spectrum (CDCfs). 6 ppm: 
50 1.45- 1.55 (2H, multiplet); 

1.55- 1.80 (4H. multiplet); 
2.30 - 2.60 (4H, multiplet); 
3.48 (2H. singlet); 
4.20 (2H, triplet, J = 6.3 Hz); 
55 4.97 (2H, doublet, J = 6.3 Hz); 

5.78-5.82 (1H. multiplet); 
5.82-5.93 (1H, multiplet); 
6.20-6.35 (1H, broad); 
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6.72 (1H. doublet, J = 3.5 Hz); 

6.78 (1H, singlet); 

6.87 - 7.03 (IH.multiplet); 

7.31 (1H, doublet, J = 3.5 Hz); 
5 8.07 (1 H, doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (CHCfs), Vmax cnrr^: 

3430, 2920, 1640, 1505. 1415. 1400, 1295. 1285. 1032, 

EXAMPLE 22 

10 

3-Amlno-N-[4-(4-piperldinonnethyl-2-pyridyloxy)-cis-2-butenyl]thlophene-2-carboxamide 

Following a procedure similar to that described In Example 13. but using 4-(4-plperldinomethyl-2-pyridy- 
loxy)-ds-2-butenylamine and 3-amino-2-thiophenecarboxy!ic acid as starting materials, in relative proportions 
15 similar to those used In that Example, the title compound was obtained as colourless needles, melting at 138 
- 140^C, in a 40% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1.40 - 1.52 (2H,multiplet); 
1.52- 1.65 (4H, multiplet); 

20 2.28 - 2.44 (4H, multiplet); 

3.41 (2H, singlet); 

4.17 (2H, triplet, J = 5.9 Hz); 

4.96 (2H, doublet. J = 5.9 Hz); 

5.60 (2H, broad singlet); 
25 5.67 - 5.94 (3H, multiplet); 

6.55 (1 H, doublet, J = 5.3 Hz); 

6.74 (1H, singlet); 

6.89(1H, doublet, J = 5.3 Hz); 

7.12 (1H, doublet, J = 5.3 Hz); 
30 8.08 (1 H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (KBr), v^ax crrr'^: 

3300, 2935, 1617, 1560. 1525. 1402. 1313. 1299, 1291. 

EXAMPLE 23 

35 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]thiophene-3-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyrtdy- 
loxy)-c|s-2-butenylamine and 3-thiophenecarboxylic acid as starting materials, in relative proportions similar 
40 to those used in that Example, the title compound was obtained as an oil in a 90% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3). 5 ppm: 

1.38 - 1.52 (2H, multiplet); 
1.52- 1.65 (4H, multiplet); 
2.30 - 2.45 (4H, multiplet); 

45 3.41 (1H, singlet); 

4.22 (2H, triplet, J = 6.1 Hz); 

4.98 (2H. doublet. J = 6.4 Hz); 

5.73- 5.93 (2H. multiplet); 

6.40-6.60 (1H. broad); 
50 6.74 (1H, singlet); 

6.87 (1H, doublet, J = 5.4 Hz); 

7.32 (1H, doublet of doublets, J = 5.2 & 2.9 Hz); 

7.39 (1H. doublet. J = 5.2 Hz); 
7.85 (1H. doublet. J = 2.9 Hz); 

55 8.01 (1H, doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (CHCf 3). Vmax cnr^- 

2930, 1655 (shoulder), 1645, 1610. 1560. 1535, 1500, 1415. 1400. 1285. 
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EXAMPLE 24 

5-Chloro-N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyi]thiophene-2-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyt-2-pyridy- 
loxy)-cis-2-butenylamine and 5-chloro-3-thiophenecarboxylic acid as starting materials, in relative proportions 
similar to those used in that Example, the title compound was obtained as colourless prisms, melting at 75 - 
7T0, in a 54% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.38 - 1.52 (2H,multiplet); 
1.52 - 1.68 (4H,multiplet); 
2.30- 2.42 (4H, multiplet); 

- 3.41 (2H, singlet); 

4.19(2H,triplet, J = 6.1 Hz); 
4.97 (2H. doublet. J = 6.8 Hz); 
5.70 -5.84 (IN, multiplet); 
5.84 - 5.95 (1H. multiplet); 
6.41-6.53 (1H, broad); 

6.74 (1H. singlet); 
6.88 (1 H, doublet, J = 5.4 Hz); 
7.19 (1H, doublet, J = 2.0 Hz); 
7.62 (1H, doublet, J = 2.0 Hz); 
7.99 (1H, doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (CHCf 3), Vmax cnfr^: 

3450, 2930. 1655. 1610. 1415, 1400. 1298. 1285, 1032. 

EXAMPLE 25 

5-Phenyl-N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]lsoxazole-3-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 5-phenyl-3-isoxazolecarboxylic acid as starting materials, in relative proportions 
similar to those used In that Example, the title compound, melting at 105 - 106''C. was obtained as colourless 
prisms in a 50% yield. 
35 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1.36-1.51 (2H, multiplet); 
1.51 -1.67 (4H, multiplet); 
2.29- 2.46 (4H. multiplet); 
3.43 (2H, singlet); 
40 4.27 (2H, triplet, J = 6.3 Hz); 

4.99 (2H, doublet, J = 6.6 Hz); 
5.72 - 5.82 (1H, multiplet); 
5.88 - 5.97 (1H, multiplet); 

6.75 (1H, singlet); 

45 6.91 (1H. doublet, J = 5.4 Hz); 

6.97 (1H, singlet); 

7.13-7.27 (1H, broad); 

7.44- 7.55 (3H, multiplet); 

7.75 - 7.84 (2H. multiplet); 
50 8.12 (1H. doublet. J = 5.4 Hz). 

Infrared Absorption Spectrum (KBr). Vmax cm-^: 

3322. 2936. 1668. 1613. 1561. 1448. 

EXAMPLE 26 

55 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]thiazole-4-carboxamlde 



10 



15 



20 



Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
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loxy)-cis-2-butenvlamine and 4>thiazolecarboxylic acid as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as an oil in a 68% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.36 - 1.52 (2H,multiplet); 
5 1.52- 1.67 (4H,multiplet); 

2.24 - 2.53 (4H, multiplet); 
3.43 (2H, singlet); 
4.26 (2H, triplet. J = 6.4 Hz); 
4.98 (2H, doublet, J = 6.4 Hz); 
10 5.72-5.81 (1H. multiplet); 

5.86 - 5.96 (1H, multiplet); 
6.75 (1H, singlet); 

6.90 (1H, doublet, J = 5.4 Hz); 
7.40 - 7.58 (1H, broad); 
IS 8.11 (1H, doublet, J = 5.4 Hz); 

8.18 (1H, doublet, J = 2.4 Hz); 
8.75 (1 H. doublet, J = 2.4 Hz). 
Infrared Absorption Spectrum (liquid film), Vmax cnr^: 

2936, 1664. 1611, 1560, 1540, 1481. 1420, 1403, 1313, 1288. 

EXAMPLE 27 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-1,2,3-thiadiazole-4-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenvlamine and 1,2,3-thiadiazole-4-carboxylic acid as starting materials, in relative proportions 
similar to those used in that Example, the title compound was obtained as colourless needles, melting at 70 
- 72^C, in a 52% yield. 

Nuclear Magnetic Resonance Spectrum {CDCt^), d ppm: 
1.28- 1.53 (2H. multiplet); 
1.53 - 1.82 (4H, multiplet); 
2.24 - 2.55 (4H, multiplet); 
3.46 (2H. singlet); 
4.35 (2H, triplet. J = 6.3 Hz); 
5.01 (2H, doublet. J = 6.3 Hz); 
5.75 - 5.87 (1H. multiplet); 

5.87 - 6.00 (1H, multiplet); 
6.77 (1H. singlet); 
6.85- 7.00 (1H, multiplet); 
7,72- 7.90 (1H. broad); 
8.13(1H. doublet. J = 5.4 Hz); 
9.23 (1H. singlet). 

Infrared Absorption Spectrum (CHCf 3), Vmax cnr^: 

3425, 2940. 1675. 1612. 1540. 1420. 1402. 1300. 1290. 1260. 1035. 

EXAMPLE 28 

N-{4-[4-(1-Pyrrolidinylmethyl)-2-pyridyloxy]-cis-2-butenyl}pyrazole-4-carboxamide 

50 Following a procedure similar to that described in Example 13, but using 4-[4-(1-pyrrolidinylmethyl)-2-pyr- 
idytoxy]-cis-2-butenylamine and 4-pyrazolecarboxylic acid as starting materials, in relative proportions similar 
to those used in that Example, the title compound was obtained as a white powder, melting at 57 - 61 X, in a 
34% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
55 1.75 - 1.90 (4H, multiplet); 

2.50 - 2.67 (4H. multiplet); 

3.61 (2H. singlet); 

4.17 (2H, triplet, J = 5.9 Hz); 
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4.95 (2H, doublet. J = 6.4 Hz); 
5.69 - 5.92 (2H, multlplet); 

6.72 (1H. broad triplet, J = 5.4 Hz); 
6.77 (1H, singlet); 
5 6.90 (1H, doublet, J = 5.4 Hz); 

7.96 (2H, singlet); 
8.04(1H. doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (KBr), v^ax cnrr^: 
2962, 1626. 1610. 1568. 1539, 1421. 1410, 1400. 

10 

EXAMPLE 29 

N-{4-[4^(1-Pyrrolidinylmethyl)-2"pyrldyloxy]-cls-2-butenyl}pyrrole-2-carboxamlde 

15 Following a procedure similar to that described in Example 1 3. but using 4-[4-(1-pyrroiidlnylmethyl)-2-pyr- 
idyloxvl-cls-2-butenylamine and 2-pyrrolecarboxylic acid as starting materials, in relative proportions similar 
to those used in that Example, the title compound was obtained as a white powder, melting at 124 - 127°C. In 
a 64% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
20 1.71 -1.88 (4H.multiplet); 

2.43 - 2.61 (4H. multlplet); 

3.57 (2H, singlet); 

4.21 (2H, triplet. J = 6.3 Hz); 

4.97 (2H, doublet. J = 6.6 Hz); 
25 5.70 - 5.80 (1 H. multlplet); 

5.83- 5.94 (1H. multlplet); 
6.16-6.25 (1H, multiplet); 
6.30 - 6.42 (1H. broad); 
6.53-6.59 (1H, multiplet); 
30 6.88 - 6.96 (2H. multiplet); 

8.07 (1H, doublet, J = 5.3 Hz); 
9.67 - 9.92 (1H, broad). 
Infrared Absorption Spectrum (KBr), Vmax cfrr^: 

3252, 1637. 1617. 1661, 1628. 1428, 1423, 1401. 1307. 1029. 

35 

EXAMPLE 30 

4-Hydi'oxy-N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]isoxazole-3-carboxamide 

40 375 mg of ethyl 4-hydroxy-3-isoxazolecarboxylate (prepared as described in Preparation 4) were added 

to a solution of 520 mg of 4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenylamine in 10 ml of toluene, and the 
resulting mixture was heated under reflux for 6 hours. At the end of this time, the solvent was removed by dis- 
tillation under reduced pressure, and the residue was dissolved In ethyl acetate. The resulting solution was 
washed with a saturated aqueous solution of sodium hydrogencarbonate and then with a saturated aqueous 

45 solution of sodium chloride, after which It was dried over anhydrous magnesium sulphate. The solvent was then 
removed by distillation under reduced pressure, and the residue was purified by column chromatography 
through silica gel, using a 1 : 19 by volume mixture of methanol and ethyl acetate as the eluent. to give 228 
mg (yield 31%) of the title compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), S ppm: 

50 1.33- 1.50 (2H. multiplet); 

1.50- 1.65 (4H. multiplet); 

2.25 - 2.46 (4H. multiplet); 
3.42 (2H. singlet); 

4.26 (2H. triplet. J = 6.6 Hz); 
55 4.98 (2H, doublet. J = 6.6 Hz); 

5.67-5.82 (1H. multiplet); 
5.88- 6.00 (1H. multiplet); 
6.75 (1H, singlet); 
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6.90 (1H, doublet, J = 5.3 Hz); 
7.25-7.42 (1H, broad); 

8.13 (1H. doublet. J = 5.3 Hz); 
8.22 (1H, singlet). 

5 Infrared Absorption Spectrum (CHCf 3). Vmax cnrr^* 
2930, 1680, 1610, 1560 (shoulder). 1550. 

EXAMPLE 31 

10 1-Methyl-N-[4-(4-piperidinomethyl-2-pyrldyloxy)-cls-2-butenyl]pyrrple-2-carboxamlde 

Following a procedure similar to that described In Example 13, but using 4-(4-piperidinomethyl-2-pyrldy- 
loxy)-cis-2-butenylamine and 1-methyl-2-pyrrolecarl)oxylic acid as starting materials, In relative proportions 
similar to those used in that Example, the title compound was obtained as an oil in a 76% yield. 
IS Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
1.38-1.51 (2H,multiplet); 
1.51 -1.65 (4H,multiplet); 
2.33 - 2.43 (4H, multlplet); 
3.42 (2H, singlet); 
20 3.94 (3H, singlet); 

4.16 (2H, triplet, J = 6.1 Hz); 
4.97 (2H, doublet, J = 6.8 Hz); 
5.71-5.83 (1H, multlplet); 
5.83- 5.94 (1H,multiplet); 
25 6.06 (1 H, doublet of doublets, J = 3.9 & 2.2 Hz); 

6.14 - 6.24 (1H, broad); 

6.53 (1 H, doublet of doublets, J = 7.8 & 2.2 Hz); 
6.69 - 6.73 (1H, multiplet); 
6.74 (1H, singlet); 
30 6.89 (1H, doublet, J = 5.2 Hz); 

8.04 (1 H, doublet, J = 5.2 Hz). 

Infrared Absorption Spectrum (CHCfs), v^ax cnr^: 

2935. 1655 (shoulder), 1645. 1610, 1560. 1536. 1500, 1475, 1415, 1400. 
The hydrochloride of the title compound, melting at 136 - 137°C, was prepared by dissolving the title com- 
35 pound, obtained as described above, in ethyl acetate, after which an ethyl acetate solution containing an equi- 
molar amount of hydrogen chloride was added to the resulting solution. 

EXAMPLE 32 

40 N-[4-(4-Pjperidinomethyi-2-pyridyloxy)-cis-2-butenyl]pyrrole-3-carboxamlde 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 3-pyrrolecarboxyllc acid as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as an oil in a 74% yield. 
45 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.33-1.51 (2H, multiplet); 
1.51 -1.67 (4H, multiplet); 
2.27- 2.49 (4H. multiplet); 

3.41 (2H, singlet); 

50 4.18 (2H. triplet. J = 6.3 Hz); 

4.96 (2H. doublet. J = 5.9 Hz); 
5.69- 5.94 (2H, multiplet); 
6.17-6.33 (1H. broad); 

6.42 (1H. broad singlet); 
55 6.73 (2H, broad singlet); 

6.87 (1H. doublet. J = 4.9 Hz); 
7.33 (1H. broad singlet); 

8.05 (1 H. doublet. J = 4.9 Hz); 
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9.31 - 9.54 (1H, broad). 
Infrared Absorption Spectrum (CHCfa), v^ax cnr^: 

3470, 2930, 1635, 1610. 1560, 1510. 1415, 1400. 1310, 1295, 

5 EXAMPLE 33 

N-[4-(4-Piperidinoniethyl-2-pyridyloxy)-cis-2-butenyi]-2-(2-pyriniidinylthio)acetamide 

163 mg of 2-mercaptopyrjnnidine were added to a solution of 116 nig of 85% potassium hydroxide and 484 
10 mg of N-[4-(4-piperidinomethyl-2-pyridyloxy)-ciS'2-butenyl]-2-chloroacetamide (prepared as described in 
Preparation 1) in 10 mi of methanol, and the resulting mixture was stirred at room temperature for 7 hours. At 
the end of this time, the reaction mixture was concentrated by evaporation under reduced pressure, and the 
concentrate was mixed with water, after which it was extracted with ethyl acetate. The extract was freed from 
the solvent by distillation under reduced pressure. The residue thus obtained was recrystallized from ethyl acet- 
15 ate, to give 474 mg (yield 80%) of the title compound as a white powder, melting at 103 - 106*'C, 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1.37- 1.50 (2H, multiplet); 
1.52- 1.64 (4H, multiplet); 
2.30- 2.43 (4H. multiplet); 

20 3.40 (2H, singlet); 

3.82 (2H, singlet); 

4.29 (2H, triplet, J = 6.3 Hz); 

4.87 (2H. doublet, J = 5.9 Hz); 

5.52 - 5.65 (1H, multiplet); 
25 5.75 - 5.86 (1H, multiplet); 

6.70 (1H, singlet); 
6.87 (1H, doublet, J = 5.4 Hz); 
7.00-7.11 (1H, broad); 
7.02 (1H, doublet, J = 4.9 Hz); 
30 8.03 (1 H, doublet, J = 5.4 Hz); 

8.53 (2H. doublet, J = 4.9 Hz). 

Infrared Absorption Spectrum (KBr), Vmax cnr^: 

3333, 2940. 2920, 1643, 1560, 1552, 1524, 1397, 1316. 

35 EXAMPLE 34 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(2-pyrimldinylthlo)butyramide 

2.78 g of 2-mercaptopyrimidine were added to a solution of 1 .95 g of 85% potassium hydroxide and 9.03 
40 g of N-[4-(4-piperidinomethyl-2-pyridyloxy)-c|s-2-butenyl]-4-chlorobutyramide (prepared as described in Prep- 
aration 2) in 140 ml of methanol, and the resulting mixture was heated under reflux for 15 hours. At the end 
of this time, the reaction mixture was cooled, and the solvent was removed by distillation under reduced pres- 
sure. The resulting residue was mixed with water, and the aqueous mixture was extracted with ethyl acetate. 
The extract was concentrated by evaporation under reduced pressure, and the concentrate was purified by 
45 column chromatography through silica gel, using a 9 : 1 by volume mixture of ethyl acetate and methanol as 
the eluent to give 10.1 g (yield 92%) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 

1.38- 1.50 (2H, multiplet); 
1.53 - 1.67 (4H, multiplet); 

50 2.11 (2H, quintet, J = 7.2 Hz); 

2.30- 2.49 (6H, multiplet); 

3.20 (2H, triplet, J = 7.2 Hz); 

3.41 (2H, singlet); 

4.06 (2H, doublet. J = 5.9 Hz); 
55 4.93 (2H. doublet, J = 6.3 Hz); 

5.64- 5.73 (1H. multiplet); 

5.80-5.89 (1H. multiplet); 

6.27-6.41 (1H, broad); 
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6.73 (1H, singlet); 
6.88(1H. doublet. J = 5.1 Hz); 
6.94 (1H, triplet. J = 4.9 Hz); 
8.03(1H.doublet, J = 5.1 Hz); 
5 8.49(2H, doublet, J = 4.9 Hz). 

Infrared Absorption Spectrunn (liquid film), Vmax cnrr^: 

3295. 2936, 1646, 1611. 1564, 1548, 1420, 1403, 1382, 1312, 1300. 1289. 
The compound obtained as described above was dissolved in ethyl acetate, and an ethyl acetate solution 
containing an equimolar amount of hydrogen chloride was added to the resulting solution. The mixture was 
10 stirred at room temperature for 10 minutes, and then the solvent was removed by distillation under reduced 
pressure, to give the hydrochloride of t he titie compound, melting at 123 - 125'*C, 

EXAMPLE 35 

15 N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(4-methyl-2-pyrimidinylthio)butyramide 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl*2-pyr> 
idvloxy)"Cis-2-butenyl1'4-chlorobutyramide (prepared as described in Preparation 2) and 2-mercapto-4-me- 
thylpyrimidine as starting materials, in relative proportions similar to those used in that Example, the titie com- 
20 pound was obtained as an oil in a 70% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.40 - 1.56 (2H.multlplet); 
1.60-1.81 (4H.multlpIet); 
2.10 (2H, quintet. J = 7.1 Hz); 

25 2.39 (2H, triplet. J = 7.1 Hz); 

2.44 (3H, singlet); 

2.35 - 2.70 (4H. multiplet); 
3.20 (2H. triplet, J = 7.1 Hz); 
3.55 (2H. singlet); 

30 4.05 (2H. triplet, J = 6.1 Hz); 

4.93 (2H, doublet, J = 6.3 Hz); 

5.64 - 5.73 (1H, multiplet); 

5.78 - 5.87 (1H, multiplet); 

6.25 - 6.37 (1H, broad); 
35 6.76 - 6.81 (2H, multiplet); 

6.98 (1H. singlet); 

8.08(1H, triplet. J = 5.4 Hz); 

8.34 (1H. doublet, J = 5.4 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cm-'*: 
40 2930. 1660, 1610. 1570, 1560, 1540. 1415. 1325. 

EXAMPLE 36 

N-[4-(4"Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]'4-(1-methylimidazol-2-ylthio)butyramide 

45 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-cis-2-butenvlM-chlorobutyramide (prepared as described in Preparation 2) and 2-mercapto-1-methy- 
limidazole as starting materials, in relative proportions similar to those used in that Example, the titie compound 
was obtained as an oil in a 49% yield. 
so Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.36 - 1.50 (2H. multiplet); 
1.50- 1.62 (4H, multiplet); 

2.03 (2H. quintet. J = 6.8 Hz); 
2.30 - 2.46 (6H. multiplet); 

55 3.08 (2H, triplet. J = 6.8 Hz); 

3.41 (2H. singlet); 
3.60 (3H, singlet); 

4.04 (2H. triplet, J = 6.1 Hz); 
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4.93 (2H, doublet, J = 5.9 Hz); 
5.63 - 5.73 (1H.multiplet); 
5.76-5.91 (IH.multlplet); 

6.72 (1H, singlet); 

5 6.89 (1 H. doublet, J = 6.4 Hz); 

6.90 (1H, singlet); 

7.01 (1H, singlet); 

7.24-7.38 (1H, broad); 

8.04 (1H, doublet, J = 5.4 Hz). 
10 Infrared Absorption Spectrum (CHCfa). Vmax cnri: 

3250. 2940, 1660, 1610, 1560, 1420, 1290. 

EXAMPLE 37 

15 N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(5~niethyl-1.3,4-oxadiazol-2-ylthio)butyran^ 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-cis-2-butenyn-4-chlorobutyramide (prepared as described in Preparation 2) and 2-mercapto-5-me- 
thyl-1,3,4-oxadiazole as starting materials, In relative proportions similar to those used in that Example, the 
20 title compound was obtained as an oil in a 79% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.37- 1.50 (2H, multiplet); 
1.50- 1.65 (4H, multiplet); 
2.17 (2H, quintet. J = 7.3 Hz); 
25 2.31 - 2.41 (6H, multiplet); 

2.51 (3H, singlet); 
3.28 (2H, triplet, J = 7.3 Hz); 
3.41 (2H, singlet); 
4.04 (2H, triplet, J = 5.9 Hz); 
30 4.93 (2H, doublet, J = 6.6 Hz); 

5.64-5.75 (IH, multiplet); 
5.79 - 5.90 (1H, multiplet). 
6.39 - 6.54 (IH, broad); 

6.73 (IH. singlet); 

35 6.89 (IH, doublet, J = 5.3 Hz); 

8.04 (IH, doublet. J = 5.3 Hz). 
Infrared Absorption Spectrum (CHC^a), Vmax cnr^: 
3440. 2930, 1660, 1610. 1560. 1510. 1480. 1420. 

40 EXAMPLE 38 

N-[4-(4-Plperidinomethyi-2-pyrldyloxy)-cis-2-butenyl]-4-(1.3,4-thladiazol-2-ylthio)butyramide 

Following a procedure similar to that described in Example 34. but using N-[4-(4-piperidinomethyl-2-pyr- 
45 idyloxy)-cis-2-butenyil-4-chlorobutvramide (prepared as described In Preparation 2) and 2-mercapto-1,3.4- 
thiadiazole as starting materials, in relative proportions similar to those used in that Example, the title com- 
pound was obtained as an oil in an 84% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.36-1.51 (2H, multiplet); 
so 1.51 - 1.68 (4H, multiplet); 

2.20 (2H, quintet, J = 7.3 Hz); 
2.27 -2.45 (6H, multiplet); 
3.41 (2H. singlet); 
3.43 (2H, triplet, J = 7.3 Hz); 
55 5.63- 5.73 (1H, multiplet); 

5.78-5.89 (1H, multiplet); 
6.34-6.51 (IH, broad); 
6.73 (1H, singlet); 
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6.89 (1H, doublet. J = 5.3 Hz); 
8.04 (1H. doublet, J = 5.3 Hz); 
9.00 (1H, singlet). 
Infrared Absorption Spectrum (CHCfa), Vmax cm-^: 
5 3350, 3300. 2940. 1660. 1610. 1560, 1510. 1420. 

EXAMPLE 39 

N-[4'(4-Piperidinomethyl-2"Pyrldyloxy)-cis-2-butenylH-(5-nriethyl-1,3,4-thiadiazol-2-ylth 

10 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-cis-2-butenyl]-4-chlorobutyramide (prepared as described in Preparation 2) and 2-mercapto-5-me- 
thyl-1.3,4-thiadiazole as starting materials, in relative proportions similar to those used in that Example, the 
title compound was obtained as a white powder, melting at 65 - 68''C. In a 78% yield. 
15 Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
1.37-1.51 (2H,multiplet); 
1.51 -1.68 (4H, multiplet); 
2.16(2H, quintet, J = 6.9 Hz); 

2.31 - 2.44 (6H, multiplet); 
20 2.71 (3H, singlet); 

3.35 (2H, triplet, J = 6.9 Hz); 

3.41 (2H, singlet); 

4.04 (2H, triplet. J = 5.9 Hz); 

4.94 (2H, doublet, J = 6.6 Hz); 
25 5.65 - 5.76 (1 H, multiplet); 

5.77 - 5.90 (1H. multiplet); 

6.37 - 6.50 (1H. broad); 

6.73 (1H, singlet); 

6.89 (1 H. doublet. J = 5.3 Hz); 
30 8.04 (1H. doublet. J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCfa), v^ax cnrr^: 

3450, 3300. 2940. 1660, 1610, 1560, 1510. 1420. 1300. 

EXAMPLE 40 

35 

N-[4-(4-Piperldinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(1,2,4-triazol-3-ylthio)acetamide 

Following a procedure similar to that described in Example 33, but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-cis-2-butenyl]-2-chloroacetamlde (prepared as described in Preparation 1) and 3-mercapto-1.2.4-tri- 
40 azole as starting materials, in relative proportions similar to those used in that Example, the title compound 
was obtained as a white powder, melting at 65 - 67''C, in a 91% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.41 -1.55 (2H. multiplet); 
1.55- 1.67 (4H. multiplet); 
45 2.42 - 2.55 (4H. multiplet); 

3.47 (2H. singlet); 
3.77 (2H. singlet); 
4.00 (2H. triplet. J = 6.3 Hz); 
4.83 (2H. doublet, J = 6.8 Hz); 
50 5.71 - 5.80 (1 H. multiplet); 

5.85 - 5.94 (1H. multiplet); 

6.73 (1H. singlet); 

6.85 (1H. doublet. J = 5.1 Hz); 

7.32 - 7.44 (1H. broad); 

55 8.06 (1H, doublet. J = 5.1 Hz); 

8.07 (1H. singlet). 
Infrared Absorption Spectrum (liquid film), Vmax cm-^: 
2935, 1652, 1612, 1560. 1421, 1403, 1301, 1288. 
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EXAMPLE 41 

N-[4-(4-Piperidinomethyl-2"pyridyloxy)-cis-2-butenyl]-4-(1,2,4-triazol-3-ylthio)butyramM 

5 Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 

idyloxy)-cis-2-butenylH-chlorobutvramide (prepared as described in Preparation 2) and 3-mercapto-1,2,4-trl- 
azole as starting materials, In relative proportions similar to those used In that Example, the title compound 
was obtained as a white powder, melting at 87 - 89''C, in a 56% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
10 1.39- 1.51 (2H, multiplet); 

1.54 - 1.65 (4H.multiplet); 
2.09 (2H, quintet, J = 7.0 Hz); 
2.33 - 2.50 (6H/multiplet); 
3.13 (2H, triplet. J = 7.0 Hz); 
15 3.44 (2H, singlet); 

4.06 (2H, triplet, J = 6.1 Hz); 
4.93 (2H, doublet, J = 6.4 Hz); 
5.69 - 5.82 (1H, multiplet); 
5.82-5.93 (1H, multiplet); 
20 6.75 (1H, singlet); 

6.89 (1 H, doublet, J = 5.4 Hz); 
6.92 - 7.03 (1H, broad); 

8.03 (1H, singlet); 

8.04 (1H, doublet, J = 5.4 Hz). 

25 Infrared Absorption Spectrum (KBr),VmaxCnrri: 

2942, 2915. 1625. 1614, 1564, 1293, 1250. 1238. 

EXAMPLE 42 

30 N-[4-(4-Piperldinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(1-methyltetrazol-5-ylthio)acetamide 

Following a procedure similar to that described in Example 33. but using N-[4-(4>piperidinomethyl-2-pyr- 
idyloxy)-cis-2-butenyl]-2-chloroacetamide (prepared as described in preparation 1) and 1-methyl-5-mercapto- 
tetrazole as starting materials, in relative proportions similar to those used in that Example, the title compound 
35 was obtained as a white powder, melting at 58 - 62''C, in an 87% yield. . 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.35- 1.50 (2H, multiplet); 
1.60- 1.63 (4H. multiplet); 
2.27 - 2.44 (4H. multiplet); 
40 3.41 (2H. singlet); 

3.95 (3H. singlet); 

3.96 (2H, singlet); 

4.04 (2H, triplet, J = 5.9 Hz); 

4.90 (2H, doublet. J = 5.9 Hz); 
45 5.54 - 5.68 (1 H. multiplet); 

5.78 - 5.89 (1H, multiplet); 
6.73 (1H. singlet); 
6.88 (1H, doublet, J = 5.9 Hz); 
8.05(1H, doublet, J = 5.9 Hz). 
50 Infrared Absorption Spectrum (CHC^s), Vmax cnrr^: 

3300. 2950. 1730, 1670, 1610, 1560, 1400, 1290. 

EXAMPLE 43 

55 N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butehyll-4-(1-methyltetrazol-5-ylthio)butyramide 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-c|s-2-butenyl]-4-chlorobutyramide (prepared as described In Preparation 2) and 1-methyl-5-mercap- 
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totetrazole as starting materials, in relative proportions similar to those used in that Example, the title com- 
pound was obtained as an oil in a 70% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.38- 1.50 {2H. multiplet); 
5 1.50 - 1.63 (4H, multiplet); 

2.13 - 2.24 (2H, quintet, J = 7.3 Hz); 
2.26 - 2.47 (6H, multiplet); 

3.40 (2H. triplet, J = 7.3 Hz); 

3.41 (2H, singlet); 
10 3.91 (3H, singlet); 

4.05 (2H, triplet. J = 5.3 Hz); 
4.94 (2H. doublet, J = 6.6 Hz); 

5.66 - 5.75 (1H, multiplet); 
5.80 - 5.89 (1H. multiplet); 

15 6.39 - 6.50 (1H. broad); 

6.73 (1H, singlet); 

6.89 (1 H, doublet, J = 5.2 Hz); 

8.03 (1H, doublet, J = 5.2 Hz). 
Infrared Absorption Spectrum (CHCfa), Vmax cnr^: 
20 3450, 2925, 1660. 1610. 1560, 1510, 1410. 1290. 

EXAMPLE 44 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-[1-(2-hydroxyethyl)tetrazol-5-ylthio]butyramide 

25 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-cis-2-butenylM-chlorobutyramide (prepared as described In Preparatbn 2) and 1-(2-hydroxyethyl)- 
5-mercaptotetrazole as starting materials, in relative proportions similar to those used In that Example, the 
title compound was obtained as an oil in a 63% yield. 
30 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.38-1.50 (2H, multiplet); 
1.50 - 1.63 (4H. multiplet); 
2.17(2H, quintet, J = 6.8 Hz); 

2.33 - 2.60 (6H, multiplet); 
35 3.38 (2H, triplet. J = 6.8 Hz); 

3.49 (2H. singlet); 

4.01 (2H, triplet, J = 6.1 Hz); 

4.08-4.11 (2H. multiplet); 

4.34 - 4.38 (2H. multiplet); 

40 4.92 (2H. doublet. J = 6.4 Hz); 

5.67 - 5.87 (2H. multiplet); 
6.49- 6.65 (1H. broad); 
6.79 (1H, singlet); 

6.93 (1 H. doublet. J = 4.9 Hz); 
45 8.05 (1 H. doublet. J = 4.9 Hz). 

Infrared Absorption Spectrum (CHCfs), Vmax cnr^: 
3300. 2940. 1660. 1610. 1560, 1510, 1420. 1400. 

EXAMPLE 45 

50 

N-[4-(4-Piperidlnomethyl-2-pyridyloxy)'Cis-2-butenyl]-4-(2-pyridylthio)butyramide 

Following a procedure similar to that described in Example 34. but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxv)-cls-2-butenylM-chlorobutyramide (prepared as described in Preparation 2) and 2-mercaptopyridlne 
S5 as starting materials, in relative proportions similar to those used In that Example, the title compound was ob- 
tained as an oil in a 53% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). 5 ppm: 
1.40- 1.53 (2H, multiplet); 
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1.59- 1.75 (4H. multiplet); 

2.07 (2H, quintet, J = 7.1 Hz); 

2.39 (2H, triplet. J = 7.1 Hz); 

2.33 - 2.60 (4H, broad); 
5 3.21 (2H, triplet. J = 7.1 Hz); 

3.51 (2H. singlet); 

4.07 (2H. triplet. J = 6.2 Hz); 

4.94 (2H. doublet, J = 6.3 Hz); 

5.63-5.75 (1H. multiplet); 
10 5.80 - 5.88 (1 H. multiplet); 

6.58 - 6.69 (1H, broad); 

6.77 (1H, singlet); 

6.92 - 7.00 (2H, multiplet); 

7.17 (1H, triplet of doublets, J = 8.3 & 1 .0 Hz); 
IS 7.46 (1 H. doublet of triplets. J = 8.3 & 2.0 Hz); 

8.07 (1H, doublet. J = 5.4 Hz); 

8.39 (1H. triplet of doublets. J = 4.9 & 1 .0 Hz). 
Infrared Absorption Spectrum (CHCf 3). v^ax 

2945, 1660. 1655 (shoulder), 1610, 1580. 1560, 1415. 

20 

EXAMPLE 46 



N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(4-pyridylthio)butyramide 

25 Following a procedure similar to that described in Example 34. but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxy)-cls-2-butenyl1-4-chlorobutvramlde (prepared as described in Preparation 2) and 4-mercaptopyridine 
as starting materials, in relative proportions similar to those used In that Example, the title compound was ob- 
tained as an oil In a 33% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
30 1.37 - 1.48 (2H. multiplet); 

1.54 - 1.63 (4H, multiplet); 
2.07 (2H. quintet, J = 7.2 Hz); 
2.25 - 2.39 (6H, multiplet); 
3.05 (2H. triplet. J = 7.2 Hz); 
35 3.41 (2H, singlet); 

4.04 (2H, triplet. J = 5.9 Hz); 
4.92 (2H. doublet, J = 6.6 Hz); 
5.63- 5.75 (1H, multiplet); 
5.78 - 5.96 (1H, multiplet); 
40 6.15 - 6.27 (1H. broad); 

6.73 (1H, singlet); 
6.88 (1 H, doublet, J = 5.3 Hz); 
7.13 (2H, doublet, J = 4.6 Hz); 
8.02 (1H. doublet, J = 5.3 Hz); 
45 8.37 (2H, doublet, J = 4.6 Hz). 

Infrared Absorption Spectrum (CHCfs). Vmax cnr-^: 

2945, 1660, 1655 (shoulder), 1610, 1580, 1560. 1415, 1405, 1310, 1300, 1290. 

EXAMPLE 47 

50 

N-[4-(4-Piperldlnomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(4.6-dlamino-2-pyrimidinylthio)butyramide 

Following a procedure similar to that described in Example 34, but using N-[4-(4-piperidinomethyl-2-pyr- 
ldyloxy)-cjs-2-butenyl]-4-chiorobutyramlde (prepared as described In Preparation 2) and 4,6-diamlno-2-mer- 
55 captopyrimidine as starting materials, in relative proportions similar to those used in that Example, the title 
compound was obtained as an oil in a 48% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.39- 1.50 (2H, multiplet); 
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1.65- 1.67 (4H,multiplet); 

1.83- 2.14 (4H.multiplet); 

2.30 - 2.47 (6H. multlplet); 

3.10(2H, triplet, J = 6.8 Hz); 
5 3.45 (2H, singlet); 

3.99 - 4.09 (2H, multiplet); 

4.61 (2H, broad singlet); 

4.92 (2H, doublet, J = 6.8 Hz); 

5.24 (IN, singlet); 
10 5.63 -5.72 (IN, multlplet); 

5.78 - 5.87 (1H, multlplet); 

6.12-6.23 (1H, broad); 

6.72 - 6.79 (IN, multiplet); 

6.91 (IN, doublet, J = 4.4 Hz); 
15 8.05(1H. doublet, J = 4.4 Hz). 

Infrared Absorption Spectrum (CHCf 3), Vmax onr^: 

2940, 1655, 1610. 1580, 1565, 1310. 

EXAMPLE 48 

20 

N-[4-(4-Piperidlnomethyl-2-pyrldyloxy)-cis-2-butenyl]-N'-isopropylurea 

A solution of 0.113 g of isopropylamine in 2 ml of methylene chloride was added to a solution of 0.31 g of 
carbonyidilmidazole in 5 ml of methylene chloride, and the resulting mixture was cooled with ice, after which 
25 a solution of 0.500 g of 4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenylamine In 5 ml of methylene chloride 
was added. The reaction mixture was stirred at room temperature for 2 hours, after which it was poured Into 
Ice-water and extracted with methylene chloride. The extract was dried over anhydrous magnesium sulphate, 
and the solvent was removed by distillation under reduced pressure. The residue was purified by column chro- 
matography through silica gel, using a 1 : 20 by volume mixture of methanol and ethyl acetate as the eluent, 
30 to give 0.41 g (yield 62%) of the title compound as a white powder, melting at 90 - 92''C. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.13 (6H. doublet. J = 6.4 Hz); 
1.40- 1.55 (2H, multiplet); 
1.55 - 1.90 (6H. multiplet); 
35 2.30 - 2.57 (4H, multiplet); 

3.49 (2H, singlet); 
3.80- 3.90 (1H, multlplet); 
3.95 (2H, triplet, J = 6.9 Hz); 
4.10 - 4.30 (1H, broad); 
40 4.52 - 4.67 (1H, broad); 

4.91 (2H, doublet, J = 6.3 Hz); 
5.67 - 5.88 (2H, multiplet); 
6.80 (1H, singlet); 

6.92 (1 H, doublet, J = 5.9 Hz); 
45 8.07 (1 H, doublet. J = 5.9 Hz). 

Infrared Absorption Spectrum (CHCf 3), v^ax cnrr^; 
3430. 2920, 1655. 1605, 1555, 1520. 1410. 

EXAMPLE 49 

50 

N-Diphenylmethyl-N'-[4-(4-plperidinomethyl)-2-pyridyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
ioxy)-cis-2-butenylamine and diphenylmethylamine as starting materials, in relative proportions similar to 
S5 those used in that Example, the title compound was obtained as an oil in a 69% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.37- 1.42 (2H, multiplet); 
1.42- 1.70 (4H. multiplet); 
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2.28- 2.57 (4H.multiplet); 
3.44 (2H, singlet); 

3.94 (2H, triplet. J = 6.9 Hz); 

4.86 (2H, doublet, J = 6.3 Hz); 
5 4.87 (1H. singlet); 

5.10- 5.24 (1H, broad); 
5.58 - 5.70 (IH.multiplet); 
5.72-5.83 (1H. multiplet); 
5.97 (1H, doublet, J = 7.3 Hz); 
10 6.74 (1H, singlet); 

6.87 (1H, doublet, J = 5.4 Hz); 
7.13-7.42 (10H, multiplet); 
8.00(1H, doublet, J = 5.4 Hz). 

Infrared Absorption Spectrum (CHCf^a), Vmax cnrr^: 
15 3430. 2980. 2930, 1660. 1610. 1560. 1520. 1415. 1400. 1298. 1285. 

EXAMPLE 50 

N-(1-Methylpropyl)-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-ci&-2-butenyl]urea 

20 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 1-methylpropylamine as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as a white powder, melting at 72 - 74*'C, in an 80% 
yield. 

25 Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

0.90 (3H, triplet, J = 7.5 Hz); 

1.11 (3H, doublet, J = 6.4 Hz); 

1.35 - 1.80 (6H, multiplet); 

2.33 - 2.60 (4H, multiplet); 
30 3.51 (2H, singlet); 

3.60-3.77 (1H, multiplet); 

3.95 (2H, triplet. J = 5.9 Hz); 
4.13-4.28 (1H. broad); 
4.54-4.69 (1H. broad); 

35 4.92 (2H. doublet. J = 6.5 Hz); 

6.67-6.88 (2H. multiplet); 

6.81 (1H, singlet); 

6.93 (1 H, doublet, J = 5.4 Hz); 

8.07 (1H. doublet, J = 5.4 Hz). 
40 Infrared Absorption Spectrum (CHCf 3), Vmax cnr^: 

3430, 3350. 2920. 1655. 1610. 1558. 1525. 1415. 1400, 1340. 1298. 1285. 

EXAMPLE 51 

45 N-(1-Methylbutyl)-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
loxv)-cis-2-butenylamine and 1-methytbutylamine as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as an oil in a 66% yield. 
so Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
0.89 (3H. triplet. J = 7.1 Hz); 
1.10 (3H, doublet, J = 6.4 Hz); 
1.22- 1.50 (6H. multiplet); 
1.50- 1.64 (4H. multiplet); 
55 2.30 - 2.43 (4H, multiplet); 

3.41 (2H. singlet); 
3.67-3.82 (1H, multiplet); 
3.95 (2H. triplet. J = 5.9 Hz); 
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4.17 (1H, broad doublet, J = 7.8 Hz); 
4.58. 4.68 (1H, broad); 
4.91 (2H, doublet. J = 6.8 Hz); 
5.66 - 5.76 (1 H, multiplet); 
5 5.76- 5.88 (1H, multiplet); 

6.73 (1H. singlet); 

6.80 (1 H, doublet, J = 5.9 Hz); 

8.04 (1H, doublet, J = 5.9 Hz). 

Infrared Absorption Spectrum (CHCf 3), Vmax cnrr^: 
10 3430, 3350, 2930, 1650, 1610, 1558, 1525, 1415, 1400 1310, 1295, 1285. 

EXAMPLE 52 

N-(1-Methylhexyl)-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-cls-2-butenyl]urea 

15 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 1-methylhexylamineas starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as an oil in a 65% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), § ppm: 
20 0.87 (3H, triplet. J = 6.6 Hz); 

1.10 (3H, doublet. J = 6.4 Hz); 
1.20 -1.50(1 OH. multiplet); 
1.50- 1. 67 (4H. multiplet); 
2.30 - 2.47 (4H, multiplet); 
25 3.42 (2H. singlet); 

3.64- 3.80 (1H. multiplet); 
3.95(2H, triplet. J = 6.1 Hz); 
4.07 - 4.20 (1H, broad doublet, J = 7.7 Hz);. 
4.25 - 4.65 (1H, broad); 
30 4.92 (2H. doublet. J = 6.3 Hz); 

5.63 - 5.88 (2H, multiplet); 

6.74 (1H, singlet); 

6,89 (1 H, doublet, J = 5.3 Hz); 

8.05 (1H. doublet. J = 5.3 Hz). 

35 Infrared Absorption Spectrum (CHC^s), Vmax cnr^: 

3430. 3350, 2930, 2850, 1655, 1610, 1560, 1528, 1415. 1400, 1310, 1298, 1285. 

EXAMPLE 53 

40 N-(1-Phenylethyl)-N'*[4-(4-piperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 1-phenylethylamine as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as an oil in a 62% yield. 
45 Nuclear Magnetic Resonance Spectrum {CDCt^), 6 ppm: 

1.45(3H. doublet. J = 6.8 Hz); 

1.50-1.74 (6H. multiplet); 

2.30 - 2.43 (4H, multiplet); 

3.41 (2H, singlet); 
50 3.92 (2H, triplet, J = 5.6 Hz); 

4.50- 4.70 (2H. broad); 

4.86 (2H. doublet. J = 6.3 Hz); 

5.57 - 5.68 (1H. multiplet); 

5.72- 5.84 (1H, multiplet); 
55 6.71 (1H, singlet); 

6.86 (2H, doublet, J = 5.4 Hz); 

7.19- 7.37 (5H. multiplet); 

8.01 (1H, doublet, J = 5.4 Hz). 
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Infrared Absorption Spectrum (CHC^a), v^ax cnrr^: 

3440. 2980, 2930. 1660, 1610. 1558, 1525, 1415. 1400. 1298. 1285. 

EXAMPLE 54 

5 

N-(1-Ethylpropyl)-N'-[4-(4-piperidinonriethyl-2-pyridyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Example 48. but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 1-ethylpropylamine as starting materials, in relative proportions similar to those 
10 used in that Example, the title compound was obtained as a white powder, melting at 82 - 84**C, in a 77% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 8 ppm: 
0.89 (6H. triplet. J = 7.3 Hz); 
1.22- 1.78(1 OH. multiplet); 
2.30 - 2.56 (4H, multlplet); 
15 3.49 (2H. singlet); 

3.96 (2H. triplet, J = 6.1 Hz); 
4.05-4.20 (1H. broad); 
4.57-4.68 (1H. broad); 
4.92 (2H, doublet, J = 6.3 Hz); 
20 5.65 - 5.88 (2H, multlplet); 

6.80 (1H, singlet); 
6.92 (1H, doublet, J = 5.3 Hz); 
8.07 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnrri: 
25 3440. 3370, 2960. 2930, 1655. 1622. 1540. 1528. 1418. 1400. 1300, 1285. 

EXAMPLE 55 

N-(1.2-Dlmethylpropyl)-N-[4-(4-piperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]urea 

30 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 1.2-dlmethylpropylamine as starting materials, in relative proportions similar to 
those used In that Example, the title compound was obtained as an oil in a 73% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
35 0.87 (3H, triplet, J = 6.8 Hz); 

0.88 (3H, doublet, J = 6.8 Hz); 
1.05 (3H, doublet, J = 5.8 Hz); 
1.37-1.51 (2H. multiplet); 
1.61- 1.82 (5H. multlplet); 
40 2.30 - 2.42 (4H. multiplet); 

3.56 (2H, singlet); 
3.56-3.71 (1H. multiplet); 
3.95 (2H. triplet, J = 6.1 Hz); 
4.20 (1 H, broad doublet, J = 8.8 Hz); 
45 4.68 - 4.70 (1H. broad); 

4.92 (2H. doublet, J = 6.3 Hz); 
5.65-5.77 (1H. multiplet); 
5.77- 5.88 (1H. multiplet); 
6.73 (1H, singlet); 
so 6.88 (1H. doublet. J = 5.4 Hz); 

8.04 (1H, doublet. J = 5.4 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnrr^: 

3440. 2930, 1660. 1610, 1560, 1525, 1415, 1400. 1308, 1300. 1285. 
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EXAMPLE 56 

N-(1,2-Diphenyiethyl)-N'-[4-(4-piperidlnomethyi-2-pyridyloxy)-cis-2-butenyl]urea 

5 Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 

loxyVcis-2-butenylamine and 1,2-dlphenylethylamine as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as an oil In an 80% yield. 
Nudear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.37 - 1.54 (2H,multiplet); 
10 1.54- 1.84 (4H, multiplet); 

2.32 - 2.62 (4H, multiplet); 

3.05 (2H, doublet, J = 6.8 Hz); 

3.52 (2H. singlet); 

3.85 (2H, triplet, J = 5.9 Hz); 
15 4.63 - 4.78 (1H, broad); 

4.83 (2H, doublet, J = 6.8 Hz); 

4.90 -5.02 (IN, multiplet); 

5.52-5.62 (1H, multiplet); 

5.68-5.79 (IN, multiplet); 
20 6.74- 6.87 (1H, broad); 

6.91 (1H, doublet, J = 5.3 Hz); 

7.00 - 7.08 (2H, multiplet); 

7.12-7.39 (8H, multiplet); 

8.02 (1H, doublet, J = 5.3 Hz). 
25 Infrared Absorption Spectrum (CHCfa), Vmax orvr^: 

3450. 3010, 2950. 1668, 1615, 1560. 1528, 1420. 1408. 1300. 1290. 

EXAMPLE 57 

30 N-Cyclopropyl-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Example 48, but using 4-(4-piperldinomethyl-2-pyridy- 
loxy)-cjs-2-butenylamine and cyclopropyiamlne as starting materials, in relative proportions similar to those 
used In that Example, the title compound was obtained as a white powder, melting at 102 - 104''C, in a 60% 
35 yield. 

Nuclear Magnetic Resonance Spectrum {CDCtz), 6 ppm: 

1.51 -1.59 (2H, multiplet); 

1.67 - 1.77 (2H, multiplet); 

1.36 - 1.82 (6H. multiplet); 
40 2.30 - 2.60 (4H, multiplet); 

3.49 (2H, singlet); 

4.04 (2H, triplet, J = 6.1 Hz); 

4.62-4.78 (1H, broad); 

4.94 (2H, doublet, J = 6.4 Hz); 
45 5.02 - 5.17 (1H, broad); 

5.67 - 5.90 (2H, multiplet); 

6.78 (1H, singlet); 

6.93 (1 H, doublet, J = 5.4 Hz); 

8.07 (1H, doublet, J = 5.4 Hz). 
50 Infrared Absorption Spectrum (CHCfa), v^ax cnr^: 

3430, 2990. 2930. 1642, 1610. 1560, 1528, 1415. 1400, 1298, 1285. 

EXAMPLE 58 

ss N-Cyclobutyl-N'-[4-(4-plperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described In Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and cydobutylamine as starting materials. In relative proportions similar to those 
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used in that Example, the title compound was obtained as a white powder, melting at 130 - 132''C, in a 66% 
yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1.37 - 1.49 (2H,multiplet); 
5 1.52- 1.88 (SH.multiplet); 

2.23 - 2.42 (6H, multiplet); 

3.41 (2H. singlet); 

3.95 (2H, triplet, J = 5.8 Hz); 

4.03-4.21 (1H. multiplet); 
10 4.50 - 4.68 (2H, multiplet); 

4.91 (2H, doublet. J = 6.4 Hz); 

5.62- 5.74 (1H. multiplet); 

5.76- 5.89 (1H. multiplet); 

6.74 (1H. singlet); 
15 6.88 (1H. doublet, J = 5.4 Hz); 

8.05 (1H, doublet, J = 5.4 Hz). 
Infrared Absorption Spectrum (CHCf 3), Vmax cnr^: 

3440, 2980, 2940, 1660, 1612. 1560. 1528, 1415, 1400. 1300, 1288, 1248. 

20 EXAMPLE 59 

N-Cyclopentyl-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described In Example 48, but using 4-(4-piperidlnomethyl-2-pyridy- 
25 loxy)-cis-2-butenylamine and cyclopentylamine as starting materials. In relative proportions similar to those 
used In that Example, the title compound was obtained as a white powder, melting at 121 - 124''C, in a 77% 
yield. 

Nuclear Magnetic Resonance Spectrum (hexadeuterated dimethyl sulphoxide), 5 ppm: 

1.14- 1.67 (12H, multiplet); 
30 1.67 - 1.82 (2H, multiplet); 

2.20 - 2.43 (4H. multiplet); 

3.45 (2H, singlet); 

3,72 (2H, triplet, J = 5.8 Hz); 

3.75-3.91 (IH. multiplet); 
35 4.86 (2H. doublet, J = 6.4 Hz); ^ 

5.49 - 5.72 (2H, multiplet); 

5.77 (IH, triplet, J = 5.9 Hz); 

5.84 (2H, doublet. J = 7.3 Hz); 
6.71 (1H, singlet); 

40 6.92(1H. doublet of doublets, J = 5.4 & 1.0 Hz); 

8.07 (IH. doublet, J = 5.4 Hz). 
Infrared Absorption Spectrum (KBr), Vmax cnr^: 

3318, 2935. 1618, 1584. 1561. 1426, 1409, 1301. 1041. 

45 EXAMPLE 60 

N-Cyclohexyl-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Example 48. but using 4-(4-piperidinomethyl-2-pyridy- 
50 loxy)-cis-2-butenylamine and cyclohexylamlne as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as a white powder, melting at 131 - 132''C, In a 72% 
yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
0.99-1.21 (2H, multiplet); 
55 1.25 - 1.50 (4H, multiplet); 

1.52 - 1.75 (8H. multiplet); 

1.85 - 1.97 (2H. multiplet); 
2.30 - 2.42 (4H, multiplet); 
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3.40 (2H, singlet); 
3;42-3.58(1H. multlplet); 
3.95 (2H, triplet. J = 5.8 Hz); 
4.25 (1H, broad doublet. J = 7.8 Hz); 
5 4.61 (1H. broad triplet. J = 5.9 Hz); 

4.92 (2H, doublet, J = 6.8 Hz); 

5.64 - 5.76 (IH.multipIet); 

5.76- 5.87 (IH.multipIet); 
6.73 (1H. singlet); 

10 6.87 (1H. doublet, J = 5.4 Hz); 

8.04 (1H. doublet, J = 5.4 Hz). 

Infrared Absorption Spectrunn (CHC^a), v^ax cnrr^: 

3430. 3350, 2980, 2920. 2850. 1655. 1610, 1558, 1528. 1415, i400i 1310, 1300, 1288. 

15 EXAMPLE 61 

N-Cycloheptyl-N'-[4-(4-piperldinomethyl-2-pyrldyloxy)-cis-2-butenyl]urea 

Following a procedure similar to that described in Exannple 48. but using 4-(4-plperidinomethyl-2-pyridy- 
20 loxv)-cis-2-butenylamine and cycloheptylamine as starting materials, in relative proportions similar to those 
used In that Example, the title compound was obtained as a white powder, melting at 89 - 91 ^C, in a 60% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.32- 1.80 (16H,multiplet); 
1.82- 2.00 (2H.multiplet); 
25 2.25 - 2.50 {4H, multiplet); 

3.43 (2H, singlet); 
3.64 -3.80 (IH.multipIet); 
3.95 (2H, triplet. J = 5.9 Hz); 

4.29 (1H, broad doublet. J = 7.3 Hz); 
30 4.56 (1 H, broad triplet. J = 5.4 Hz); 

4.92 (2H. doublet. J = 6.3 Hz); 
5.64 -5.77 (IH.multipIet); 

5.77 - 5.88 (IH.multipIet); 
6.75 (1H, singlet); 

35 6.88 (1H, doublet. J = 5.4 Hz); 

8.05 (1H, doublet. J = 5.4 Hz). 

Infrared Absorption Spectrum (CHCfs), Vmax cnr^: 

3430. 2920. 1655, 1610. 1558, 1520. 1413, 1400. 1308. 1298, 1285. 

40 EXAMPLE 62 

N-Cyclooctyl-N'-[4-(4-piperidinomethyl-2-pyridyloxy)-cls-2-butenyl]urea 

Following a procedure similar to that described in Example 48, but using 4-(4-piperidinomethyl-2-pyridy- 
45 loxv)-cis-2-butenylamine and cyclooctylamine as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as an oil in a 59% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.32 - 1.93 (20H, multiplet); 

2.30 - 2.70 (4H, multiplet); 
50 3.49 (2H, singlet); 

3.68 -3.86 (IH.multipIet); 
3.94 (2H, triplet, J = 5.9 Hz); 
4.27 - 4.43 (1H, broad); 
4.52 - 4.67 (1H. broad): 
55 4.91 (2H, doublet. J = 6.3 Hz); 

5.65 - 5.88 (2H. multiplet); 
6.80 (1H, singlet); 

6.92 (1H, doublet. J = 5.3 Hz); 
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8,07 (1H. doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfa), v^ax cnrr^: 

3440, 2930, 1656, 1610, 1560, 1525, 1415. 1400, 1310, 1300, 1288. 

5 EXAMPLE 63 

N-lsopropyl-N'-[3-(4-piperldinomethyl-2-pyridyloxy)propyl]urea 

Following a procedure similar to that described in Example 48, but using 3-(4-piperldinomethyl-2-pyridy- 
10 loxy)propylamine and isopropylamine as starting materials, in relative proportions similar to those used In that 
Example, the title compound was obtained as a white powder, melting at 58 - 60''C, in a 50% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.14(6H, doublet, J = 6.3 Hz); 
1.38 - 1.50 (2H,multiplet); 
IS 1.52 - 1.64 (4H,multiplet); 

1.90- 2.05 (2H, multiplet); 

2.37 (4H, triplet. J = 5.1 Hz); 

3.34 (2H, triplet of doublets. J = 6.3 & 5.8 Hz). 
3.41 (2H, singlet); 
20 3.74 - 3.92 (1H, multiplet); 

4.19 (1H, broad doublet. J = 7.8 Hz); 

4.38 (2H. triplet, J = 5.8 Hz); 
4.70-4.82 (1H. broad); 
6.72 (1H. singlet); 

25 6.86(1H, doublet. J = 5.4 Hz); 

8.04 (1H. doublet. J = 5.4 Hz). 

Infrared Absorption Spectrum (CHCf 3). v^ax cnr^: 
3420, 3320. 2920, 1650, 1608, 1555, 1530, 1412. 

30 EXAMPLE 64 

N-[3-(4-Piperidinomethyl-2-pyridyloxy)propyl]-pyrazole-4-carboxamide 

A solution of 1.0 g of 3-(4-piperidinomethyl-2-pyridyloxy)propylamine and 0.45 g of 4-pyrazolecarboxylic 
35 acid dissolved in 1 5 ml of dimet hylformamide was stirred for 5 minutes, whilst ice-cooling, after which 734 mg 
of diethyl cyanophosphonate and 0.68 ml of triethylamine were added to the resulting mixture. The mixture 
was then stirred at room temperature for 3 hours, after which it was diluted with water, and the aqueous mixture 
was extracted with ethyl acetate. The extract was washed with a saturated aqueous solution of sodium hydro- 
gencarbonate and then with a saturated aqueous solution of sodium chloride, and dried over anhydrous mag- 
40 nesium sulphate. The solvent was then removed by distillation under reduced pressure, and the resulting re- 
sidue was purified by column chromatography through silica gel, using a 1 : 9 by volume mixture of methanol 
and chloroform as the eluent, to give 1.2 g (yield 85%) of the title compound as a white powder, melting at 117 
- 119«C. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
45 1 .39 - 1 .47 (2H, multiplet); 

1.50- 1.62 (4H, multiplet); 
1.99-2.11 (2H, multiplet); 
2.34- 2.44 (4H, multiplet); 

3.41 (2H, singlet); 

50 3.55 (2H, quartet, J = 5.9 Hz); 

4.42 (2H, triplet. J = 5.9 Hz); 
6.72 (1H, singlet); 

6.88 (1 H. doublet, J = 5.3 Hz); 
7.16 (2H. broad triplet, J = 5.9 Hz); 
55 7.99 - 8.05 (2H, multiplet); 

8.05 (1H. doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (KBr), v^ax cnrr^: 

3250, 2935. 1631. 1607, 1566, 1421. 1386, 1302. 1212. 
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EXAMPLE 65 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)butyl]-pyrazole-4-carboxamide 

5 Following a procedure similar to that described in Example 64, but using 4-(4-piperidinomethyl-2-pyridy- 

loxy)butylamine and 4-pyrazolecarboxylic acid as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as a white powder, melting at 145 - UZ^'C, in a 71% 
yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
10 1.39- 1.50 (2H,multiplet); 

1.53- 1.62 (4H.multiplet); 
1.71 -1.92 (4H,multiplet); 
2.31 -2.42 (4H,multiplet); 

3.41 (2H, singlet); 

15 3.49 (2H. doublet of doublets, J = 12.5 & 6.6 Hz); 

4.29 (2H, doublet of doublets, J = 11.2 & 6.1 Hz); 

6.36 - 6.42 (1H, broad); 

6.71 (IN. singlet); 

6.85 (1 H, doublet, J = 5.3 Hz); 
20 7.96 (2H, singlet); 

8.05 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (KBr), Vmax cm-^: 

3335, 2940, 1628, 1619, 1560, 1426, 1366. 1299, 992. 

25 EXAMPLE 66 

N-[5-(4-Plperidinomethyl-2-pyridyloxy)pentyl]-pyrazole-4-carboxamide 

Following a procedure similar to that described in Example 64, but using 5-(4-piperidinomethyl-2-pyridy- 
30 loxy)pentylamine and 4-pyrazolecarboxylic acid as starting materials, in relative proportions similar to those 
used in that Example, the title compound was obtained as a white powder, melting at 105 - 106°C, in a 57% 
yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1.42 - 1.60 (4H,multiplet); 
35 1.60 - 1.74 (6H,multiplet); 

1.76- 1.88 (2H,multiplet); 
2.40 - 2.63 (4H, multiplet); 

3.43 (2H. quartet, J = 6.7 Hz); 
3.51 (2H. singlet); 

40 4.27 (2H. triplet. J = 6.3 Hz); 

6.15 - 6.25 (1H, broad); 

6.75 (1H, singlet); 

6.88 (1 H, doublet, J = 5.3 Hz); 

7.96 (2H, singlet); 
45 8.07 (1 H, doublet. J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCfs), v^ax cnrr^: 

3460, 2930. 1640, 1610. 1570, 1418. 1320. 

EXAMPLE 67 

50 

N-[3-(4-Piperidinomethyl-2-pyridyloxy)propyl]-2-(2-acetQxyethylthio)acetamide 

67(a) N-[3-(4-Piperidinomethyl-2-pyridyloxy)propyl]-2-chloroacetamide 

55 1 .68 ml of triethylamine were added to a solution of 3.00 g of 3-(4-piperidinomethyl-2-pyridyloxy)propyla- 

mine in 60 ml of ethyl acetate, and the resulting mbcture was cooled with ice. after which 0.96 ml of 2-chlor- 
oacetyl chloride was added. The reaction mixture was then stirred at room temperature for 1 hour, after which 
it was mixed with water and the aqueous mixture was extracted with ethyl acetate. The extract was concen- 
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trated by evaporation under reduced pressure, and the concentrate was purified by column chromatography 
through silica gel, using a 1 : 9 by volume mixture of methanol and ethyl acetate as the eluent, to give 3.40 g 
(yield 87%) of the title compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
5 1.39 - 1.52 (2H.multiplet); 

1.52 - 1.66 (4H,multiplet); 

2.94 - 3.07 (2H. multiplet); 
2.33 - 2.44 (4H, multiplet); 

3.43 (2H. singlet); 

10 3.48 (2H, triplet of doublets, J = 6.6 & 5.9 Hz); 

4.07 (2H. singlet); 

4.44 (2H, triplet, J = 5.9 Hz); 

6.76 (1H, singlet); 

6.89 (1H, doublet, J = 5.3 Hz); 
15 7.36 - 7.58 (1H, broad); 

8.06 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHC^a). Vmax cnrr^: 
3425. 2925, 1730. 1660. 1610, 1530, 1420. 

20 67(b) N-[3-(4-Piperidinomethyi-2-pyridyloxy)propyl]-2-(2-hydroxyethytthio)acetamide 

0.12 ml of 2-mercaptoethanol was added to a solution of 0.13 g of 85% potassium hydroxide and 0.50 g 
of N-[3'(4-piperidinomethyl-2-pyridyloxy)propyl]-2-chloroacetamide [prepared as described jn step (a) above] 
in 10 ml methanol, and the resulting mixture was stirred at room temperature for 1 hour. At the end of this time, 
25 the reaction mbcture was concentrated by evaporation under reduced pressure, the concentrate was mixed with 
water, and the resulting aqueous mixture was extracted with chloroform. The extract was concentrated by evap- 
oration under reduced pressure, and the residue was purified by column chromatography through silica gel, 
using a 1 : 9 by volume mixture of ethanol and chloroform as the eluent, to give 0.43 g (yield 77%) of the title 
compound as an oil. 
30 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.38- 1.52 (2H, multiplet); 
1.52 - 1.66 (4H, multiplet); 

1.95 - 2.09 (2H, multiplet); 
2.31 - 2.85 (4H. multiplet); 

35 2.79 (2H, triplet, J = 5.6 Hz); 

3.30 (2H. singlet); 
3.42 (2H, singlet); 

3.49 (2H, triplet of doublets, J = 6.6 & 5.9 Hz); 
3.82 (2H, triplet, J = 5.6 Hz); 
40 4.42 (2H, triplet, J = 5.9 Hz); 

6.77 (1H, singlet); 

6.88 (1H, doublet, J = 5.3 Hz); 
7.48 - 7.66 (1H, broad); 
8.06 (1H, doublet, J = 5.3 Hz). 
45 Infrared Absorption Spectrum (CHCf 3), v^ax cnrr^: 
3350, 2925, 1650, 1610, 1560, 1520, 1420. 

67(c) N-[3-(4-Piperidinomethyl-2-pyridyloxy)propyl]-2-(2-acetoxyethylthio)acetamide 

50 0.49 g of N-[3-(4-piperidinomethyl-2-pyridyloxy)propyl]-2-(2-hydroxyethylthio)acetamide [prepared as de- 
scribed in step (b) above] was added to a mixture of 0.48 ml of acetic anhydride and 0.43 ml of pyridine, and 
the resulting mixture was warmed at 60**C for 2 hours. At the end of this time, the reaction mixture was poured 
into ice-water and a saturated aqueous solution of sodium hydrogencarbonate was added to it. The resulting 
aqueous mixture was extracted with ethyl acetate. The extract was concentrated by evaporation under reduced 

55 pressure, and the concentrate was purified by column chromatography through silica gel, using a 1 : 9 by vol- 
ume mixture of methanol and ethyl acetate as the eluent, to give 0.41 g (yield 75%) of the title compound as 
an oil. 

Nuclear Magnetic Resonance Spectrum (CDOt^), S ppm: 
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1.37- 1.51 (2H, multiplet); 
1.51 - 1.67 (4H.multiplet); 
1.93- 2.09 (2H, multiplet); 

2.05 (3H, singlet); 

5 2.31 - 2.43 (4H, multiplet); 

2.80 (2H. triplet. J = 5.9 Hz); 

3.30 (2H. singlet); 
3.42 (2H, singlet); 

3.46 (2K triplet of doublets, J = 6.6 & 5.9 Hz); 
10 4.24 (2H, triplet. J = 6.6 Hz); 

4.42 (2H, triplet. J = 5.9 Hz); 

6.77 (1H, singlet); 

6.88 (1H, doublet, J = 5.3 Hz); 

7.38- 7.54 (1H, broad); 

15 8.06 (1 H. doublet. J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCfa), v^ax onrr^: 

3375. 2925, 1740. 1660. 1610, 1520, 1420, 1220. 
The title compound, prepared as described above, was dissolved In ethyl acetate, and a 4 N ethyl acetate 
solution of hydrogen chloride was added to the solution. The crystals which precipitated were collected by f il- 
20 tration, to give the hydrochloride of the title compound, melting at 121 - 128''C. 

EXAMPLE 68 

N-[3-(4-Piperidlnomethyl-2-pyridyloxy)propyi]-2-(2-hydroxyethylthio)acetamlde 

A mixture of 0.38 g of 3-(4-piperidinomethyl-2-pyridyloxy)propylamine and 0.18 g of 1,4-oxathian-2-one 
was added to 10 ml of ethanol, and the resulting mixture was heated under reflux for 2 hours. At the end of 
this time, the reaction mixture was concentrated by evaporation under reduced pressure. The concentrate was 
mixed with water, and the resulting aqueous mixture was extracted with ethyl acetate. The extract was con- 
30 centrated by evaporation u nder reduced pressure, and the concentrate was purified by column chromatography 
through silica gel, using a 1 : 9 by volume mixture of methanol and methylene chloride as the eluent, to give 
0.49 g (yield 88%) of the title compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDGf 3), 6 ppm: 
1.38- 1.52 (2H. multiplet); 
35 1.52- 1.66 (4H, multiplet); 

1.95- 2.09 (2H, multiplet); 

2.31 - 2.85 (4H, multiplet); 
2.79 (2H, triplet, J = 5.6 Hz); 
3.30 (2H, singlet); 

40 3.42 (2H, singlet); 

3.49 (2H, triplet of doublets, J = 6.6 & 5.9 Hz); 

3.82 (2H, triplet, J := 5.6 Hz); 

4.42 (2H, triplet, J = 5.9 Hz); 

6.77 (1H, singlet); 
45 6.88 (1 H, doublet, J = 5.3 Hz); 

7.48-7.66 (1H, broad); 

8.06 (1 H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCfa), Vmax cmr^: 
3350, 2925, 1650, 1610. 1560, 1520, 1420. 

50 

EXAMPLE 69 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)butyl]-2-(2-acetoxyethylthlo)acetamide 

55 69(a) N-[4-(4-Piperidinomethyl-2-pyridyloxy)butyll-2-chloroacetamide 

Following a procedure similar to that described In Example 67(a), but using 4-(4-piperidlnomethyl-2-pyrl- 
dyloxy)butytamlne and 2-chloroacetyl chloride as starting materials, In relative proportions similar to those 
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used in that Example, the title compound was obtained as a white powder, melting at 59 - eS^'C, in an 80% 
yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.39-1.51 (2H.multiplet); 
1.51- 1,66 (4H. multlplet); 
1.66-1,91 (4H. multlplet); 
2.31 - 2,44 (4H, multlplet); 
3.35 - 3,47 (2H. multiplet); 
3.41 (2H, singlet); 
4.05 (2H, singlet); 
4.31 (2H, triplet. J = 5.9 Hz); 

6.63- 6.81 (1H, broad); 
6.71 (1H, singlet); 

6.87 (1H. triplet. J = 5.3 Hz); 
8.05 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHC^s), Vmax cnri: 
3325. 2925. 1670. 1610, 1530. 1420. 

69(b) N-[4-(4-Piperidlnomethyl-2-pyridyloxy)butyl]-2-(2-hydroxyethylthio)acetamide 

Following a procedure similar to that described in Example 67(b), but using 4-(4-piperidinomethyl-2-pyri- 
dyloxy)butyl-2-chloroacetamide [prepared as described in step (a) above] and 2-mercaptoethanol as starting 
materials, in relative proportions similar to those used in that Example, the title compound was obtained as 
an oil in a quantitative yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.38 - 1.50 (2H. multiplet); 
1.59- 1.64 (4H, multiplet); 

1.64- 1.91 (5H, multiplet); 
2.31 - 2.44 (4H. multiplet); 
2.77 (2H, triplet. J = 5.9 Hz); 
3.27 (2H, singlet); 

3.31 - 3.45 (2H, multiplet); 

3.41 {2H. singlet); 

3.81 (2H. triplet, J = 5.9 Hz); 

4.30 (2H, triplet, J = 5.9 Hz); 
6.74 (1H, singlet); 

6.86 (1H. doublet, J = 5.3 Hz); 
6.86 - 7.14 (1H. broad); 
8.04 (1H, doublet. J = 5.3 Hz). 
Infrared Absorption Spectrum (CHC^s), v^ax cnr^: 
3350. 2925. 1660. 1610. 1540, 1520, 1420. 1300. 

69(c) N-[4-(4-Piperidinomethyl-2-pyridyloxy)butyll-2-(2-acetoxyethylthio)acetamide 

Following a procedure similar to that described in Example 67(c). but using N-[4-(4-piperidinomethyl-2- 
pyridyloxy)butyl]-2-(2-hydroxyethylthio)acetamide [prepared as described in step (b) above] and acetic an- 
hydride as starting materials, in relative proportions similar to those used in that Example, the title compound 
was obtained as an oil in an 84% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.38-1.51 (2H. multiplet); 
1.51 -1.64 (4H. multiplet); 
1.64- 1.89 (4H. multiplet); 
2.07 (3H, singlet); 

2.31 - 2.44 (4H, multiplet); 
2.79 (2H, triplet. J = 6.6 Hz); 
3.27 (2H, singlet); 

3.32 - 3.43 (2H. multiplet); 
3.41 (2H, singlet); 
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4.24 (2H, triplet, J = 6.6 Hz); 
4.31 (2H, triplet, J = 5.9 Hz); 
6.70 (1H, singlet); 
6.81 -6.94(1 H, broad); 
5 6.87 (2H, doublet, J = 5.3 Hz); 

8.05 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfa), Vmax cnrri: 

3375, 2925. 1740, 1660, 1610, 1560, 1520, 1420. 
The title compound, prepared as described above, was dissolved |n ethyl acetate, and a 4 N ethyl acetate 
10 solution of hydrogen chloride was added to the solution. The crystals which precipitated were collected by fil- 
tration, to give the hydrochloride of the title compound, melting at 91 - 98''C. 

EXAMPLE 70 

15 N-[5-(4-Piperidlnomethyl-2-pyridyloxy)pentyl]-2-(2-acetoxyethylthlo)acetamide 

70(a) N-[5-(4-Piperidinomethyl-2-pyridyloxy)pentyl]-2-(2-hydroxyethylthio)acetamide 

Following a procedure similar to that described in Example 68, but using 5-(4-piperidinomethyl-2-pyridy- 
20 loxy)pentylamine and 1 ,4-oxathian-2-one as starting materials, in relative proportions similar to those used in 
that Example, the title compound was obtained as an oil in a 78% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf a), 5 ppm: 
1.37 - 2.00 (13H,multiplet); 
2.31 - 2.43 (4H, multiplet); 
25 2.77 (2H, triplet, J = 5.9 Hz); 

3.26 (2H, singlet); 

3.33 (2H, triplet of doublets, J = 6.6 & 5.9 Hz); 
3.40 (2H, singlet); 
3.81 (2H, triplet, J = 5.9 Hz); 
30 4.26 (2H. triplet, J = 5.9 Hz); 

6.74 (1H. singlet); 

6.78 - 6.95 (1H, broad); 
6.84 (1H, triplet, J = 5.3 Hz); 

8.04 (1H, doublet, J = 5.3 Hz). 

35 Infrared Absorption Spectrum (CHCfa), Vmax cnrr^: 
3375, 2925, 1660. 1610, 1560, 1520. 1420. 

70(b) N-[5-(4-Piperidinomethyl-2-pyridyloxy)pentyl]-2-(2-acetoxyethylthio)acetamide 

40 Following a procedure similar to that described in Example 67(c), but using N-[5-(4-plperidinomethyl-2- 
pyridyloxy)pentyl]-2-(2-hydroxyethylthio)acetamide [prepared as described in step (a) above] and acetic an- 
hydride as starting materials, in relative proportions similar to those used in that Example, the title compound 
was obtained as an oil in a 90% yield. 

Nuclear Magnetic Resonance Spectrum (CDCfa), 5 ppm: 
45 1 .36 - 1 .64 (1 OH. multiplet); 

1.72 - 1.86 (2H, multiplet); 
2.07 (3H. singlet); 

2.31 - 2.41 (4H, multiplet); 

2.79 (2H, triplet, J = 6.6 Hz); 
50 3.27 (2H, singlet); 

3.32 (2H, quartet, J = 6.6 Hz); 
4.19-4.31 (4H. multiplet); 
6.69 (1H, singlet); 
6.69-6.88 (1H. broad); 

55 6.85 (1H, doublet, J = 5.3 Hz); 

8.05 (1 H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCfa). Vmax cm-^: 
3375, 2925. 1740. 1660. 1610. 1520, 1420. 
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EXAMPLE 71 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)butyl]-2-(2-prop{onyloxyethylthlo)acetamide 

Following a procedure similar to that described In Example 67(c), but using N-[4-(4-piperidinomethyl-2- 
pyrldyloxy)butyl]-2-(2-hydroxyethylthlo)acetamide [prepared as described in Example 69(b)] and propionic an- 
hydride as starting materials, in relative proportions similar to those used In that Example, the title compound 
was obtained as an oil in an 80% yield. 

Nuclear Magnetic Resonance Spectrum (CDC^a), 8 ppm: 
1.14 (3H, triplet, J = 7.3 Hz); 

1.35- 1.88 (10H. multiplet); 

2.26 - 2.42 (4H, multiplet); 
2.35 (2H, quartet, J = 7.3 Hz); 
2.79 (2H, triplet. J = 6.3 Hz); 

3.27 (2H. singlet); 

3.32 - 3.43 (2H, multiplet); 
3.41 (2H. singlet); 
4.25 (2H. triplet. J = 6.3 Hz); 
4.30 (2H, triplet. J = 6.6 Hz); 
6.70 (1H, singlet); 
6.75-6.98 (1H. broad); 
6.86 (1H, doublet. J = 5.3 Hz); 
8.04 (1H. doublet. J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3). v^ax cnrr^: 
3375, 2925, 1730, 1660, 1610. 1560. 1520. 1420. 

EXAMPLE 72 

N-[4-(4-Piperidinomethy!-2-pyridyloxy)-cis-2-butenyl]-5-(2-acetoxyethylthio)pentanamide 
72(a) N-[4-(4-Piperidlnomethyl-2-pyrldyloxy)-cis-2-butenyll-5-chloropentanamide 

Following a procedure similar to that described In Example 67(a), but using 4-(4-piperidlnomethyl-2-pyri- 
dyloxy)-cis-2-butenylamine and 5-chlorovaleryl chloride as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained as an oil in a 93% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 

1.36- 1.50 (2H. multiplet); 
1.50- 1.63 (4H. multiplet); 
1.74- 1.86 (4H. multiplet); 
2.18 - 2.28 (2H. multiplet); 

2.28 - 2.42 (4H. multiplet); 
3.41 (2H. singlet); 

3.50 - 3.59 (2H. multiplet); 
4.04 (2H. triplet, J = 5.9 Hz); 
4.93 (2H. doublet. J = 6.6 Hz); 
5.62-5.74 (1H, multiplet); 
5.77 - 5.90 (1H. multiplet); 
5.92 - 6.20 (1H. broad); 
6.73 (1H, singlet); 
6.89 (1H. doublet. J = 5.3 Hz); 
8.03 (1H. doublet. J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnrr^: 
3450, 2950. 1660. 1610, 1560. 1510, 1400. 

72(b) N-[4-(4-Piperldinomethyl-2-pyrldyloxy)-cis-2-butenyl]-5-(methoxycarbonylmethylthlo)pentanamide 

344 mg of sodium hydride (as a 55% w/w dispersion in mineral oil) were added, whilst ice-cooling and in 
an atmosphere of nitrogen, to a solution of 0.35 ml of methyl thioglycolate In 90 ml of tetrahydrofuran, and the 
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resulting mixute was stirred at room temperature for 30 minutes. At the end of this time, it was cooled with ice, 
and a solution of 2.94 g of N-I4-(4-piperidinomethyl-2-pyridyloxy)-c|s-2-butenyl]-5-chloropentanamide [pre- 
pared as described in step (a) above] in 30 ml of tetrahydrofuran was added dropwise to the mixture. The re- 
action mixture was then stirred at room temperature for 2 hours, after which the solvent was removed by dis- 
5 tiilation under reduced pressure. The residue was mixed with water, and the resulting aqueous mixture was 
extracted with ethyl acetate. The extract was concentrated by evaporation under reduced pressure, and the 
residue was purified by column chromatography through silica gel, using a 1 : 1 9 by volume mixture of methanol 
and ethyl acetate as the eluent, to give 2.84 g (yield 89%) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
10 1.38 - 1.48 (2H,multiplet); 

1.48 - 1.87 (8H.multiplet); 
2.23 (2H, triplet, J = 7.3 Hz); 
2.32 - 2.46 (4H, multiplet); 
2.66 (2H, triplet, J = 7.3 Hz); 
15 3.23 (2H, singlet); 

3.42 (2H, singlet); 
3.75 (3H, singlet); 
4.05 (2H, triplet, J = 5.9 Hz); 

4.94 (2H, doublet, J = 6.6 Hz); 
20 5.63 - 5.76 (1H, multiplet); 

6.79 - 5.92 (1H, multiplet); 

5.95 - 6.18 (1H, broad); 
6.75 (1H, singlet); 

6.91 (1H, doublet, J = 5.3 Hz); 
25 8.05(1H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCf 3), v^ax cnr^: 
3450. 2925. 1730, 1660. 1610, 1560, 1510, 1400. 

72(c) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-5-(2-hydroxyethyithio)pentanamide 

30 

0.21 g of sodium borohydride was added to a solution of 1.98 g of N-[4-(4-plperidinomethyl-2-pyridyloxy)- 
c|s-2-butenyl]-5-(methoxycarbonylmethylthio)pentanamide [prepared as described in step (b) above] in 40 ml 
of tetrahydrofuran. and 8 ml of methanol were added dropwise to the mixture, whilst ice-cooling; It was then 
stirred at room temperature for 3 hours. At the end of this time, the reaction mixture was concentrated by evap- 
35 oration under reduced pressure, and the residue was mixed with water. The resulting aqueous mixture was 
extracted with ethyl acetate, and the extract was freed from the solvent by distiilatbn under reduced pressure. 
The residue was purified by column chromatography through silica gel, using a 1 : 9 by volume mixture of me- 
thanol and methylene chloride as the eluent, to give 1.51 g (yield 63%) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
40 1.38 - 2.09 (11H, multiplet); 

2.22 (2H. triplet, J = 7.3 Hz); 
2.26 - 2.47 (4H, multiplet); 
2.54 (2H, triplet, J = 7.3 Hz); 
2.72 (2H. triplet. J = 5.9 Hz); 
45 3.41 (2H, singlet); 

3.72 (2H, triplet, J = 5.9 Hz); 
4.04 (2H, triplet. J = 5.9 Hz); 
4.93 (2H. doublet, J = 6.6 Hz); 
5.62 - 5.75 (1H, multiplet); 
50 5.78- 5.90 (1H. multiplet); 

5.97- 6.19 (1H. broad); 
6.74 (1H, singlet); 
6.90 (1H. doublet, J = 5.3 Hz); 
8.04 (1H. doublet. J = 5.3 Hz). 
S5 Infrared Absorption Spectrum (CHCf 3), v^ax cnr^: 
3450. 2925, 1660, 1610. 1560, 1510. 1420. 
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72(d) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-5-(2-acetoxyethylthio)pentanamM 

Following a procedure similar to that described In Example 67(c), but using N-[4-(4-piperidinomethyl-2- 
pyridyloxy)-cis-2-butenyl]-5-(2-hydroxyethylthio)pentanamide [prepared as described in step (c) above] and 
5 acetic anhydride as starting materials, in relative proportions similar to those used in that Example, the title 
compound was obtained as an oil in a 92% yield. 

Nuclear Magnetic Resonance Spectrum (CDCfa), 6 ppm: 

1.36 - 1.86(1 OH, multiplet); 
2.07 (3H, singlet); 

10 2.21 (2H. triplet, J = 7.3 Hz); 

2.30 - 2.47 (4H, multiplet); 

2.57 (2H. triplet, J = 7.3 Hz); 

2.73 (2H, doublet of doublets, J = 7.3 & 6.6 Hz); 

3.41 (2H. singlet); 
IS 4.03 (2H. triplet, J = 5.8 Hz); 

4.20 (2H, doublet of doublets, J = 7.3 & 6.6 Hz); 

4.93 (2H. doublet, J = 6.6 Hz); 

5.58- 5.76 (1H, multiplet); 

5.78- 5.90 (1H. multiplet); 
20 5.95 - 6.16 (1H, broad); 

6.73 (1H. singlet); 

6.89 (1H, doublet, J = 5.3 Hz); 

8.04 (1H. doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), Vmax cmr^; 
25 3375, 2950, 1660, 1610, 1560, 1520, 1420. 

EXAMPLE 73 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]'6-(2-acetoxyethylthio)hexanamlde 

30 

73(a) N-[4-(4-Plperidinomethyl-2-pyridyloxy)-cls-2-butenyl]-6-bromohexanamide 

Following a procedure similar to that described in Example 67(a), but using N-[4-(4-piperidinomethyl-2- 
pyridyloxy)-cis-2-butenylamlne and 6-bromohexanoyl bromide as starting materials, in relative proportions 
35 similar to those used in that Example, the title compound was obtained as an oil in an 86% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.37 - 1.77(1 OH, multiplet); 
1.82. 1.95 (2H, multiplet); 
2.20 (2H, triplet, J = 7.3 Hz); 

40 2.28 - 2.43 (4H, multiplet); 

3.41 (2H, triplet, J = 5.3 Hz); 

4.04 (2H, triplet, J = 5.9 Hz); 

4.93 (2H. doublet, J = 6.6 Hz); 

5.62- 5.76 (1H, multiplet); 
45 5.78- 5.90 (1H, multiplet); 

5.92-6.11 (1H. broad); 

6.73 (1H, singlet); 

6.89(1H, doublet. J = 5.3 Hz); 

8.03 (1H, doublet, J = 5.3 Hz). 
so Infrared Absorption Spectrum (CHCf 3), Vmax cnrr^: 

3350, 2925, 1660, 1610, 1560, 1510, 1420, 1300. 

73(b) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-6-(2-hydroxyethylthio)hexanamide 

S5 Following a procedure similar to that described in Example 67(b), but using N-[4-(4-piperidinomethyl-2- 

pyridyloxy)-cis-2-butenyl]-6-bromohexanamide [prepared as described in step (a) above] and 2-mercaptoetha- 
nol as starting materials, in relative proportions similar to those used in that Example, the title compound was 
obtained in a 94% yield. 
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Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.36-1.74 (12H, multiplet); 
1.63 - 2.19 (1H. broad); 

2.19 (2H, triplet. J = 7.3 Hz); 
5 2.29 - 2.45 (4H, multiplet); 

2.53 (2H. triplet, J = 7.3 Hz); 

2.71 (2H, triplet. J = 5.9 Hz); 
3.41 (2H, singlet); 

3.72 (2H, triplet. J = 5.9 Hz); 

10 4.03 (2H. doublet of doublets. J = 6.6 & 5.9 Hz); 

4.92 (2H. doublet. J = 6.6 Hz); 

5.61- 5.74 (1H. multiplet); 
5.77 - 5.89 (1H, multiplet); 
5.93- 6.13 (1H. broad); 

15 6.73 (1H, singlet); 

6.89 (1H. doublet. J = 5.3 Hz); 
8.03 (1H. doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfa), v^ax cnr^: 
3450. 2925, 1660, 1610. 1560, 1510, 1420. 

20 

73(c) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-6"(2-acetoxyethylthio)hexanamide 

Following a procedure similar to that described in Example 67(c), but using N-[4-(4-piperidinomethyl-2- 
pyridyloxy)-ds-2-butenyl]-6-(2-hydroxyethylthio)hexanamide [prepared as described in step (b) above] and 
25 acetic anhydride as starting materials, in relative proportions similar to those used in that Example, the title 
compound was obtained in an 87% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). § ppm: 
1.37 - 1.74 (12H, multiplet); 
2.07 (3H, singlet); 
30 2.19(2H, triplet, J = 7.3 Hz); 

2.31 - 2.44 (4H, multiplet); 
2.56 (2H, triplet. J = 7.3 Hz); 

2.72 (2H. triplet, J = 7.3 Hz); 
3.41 (2H. singlet); 

35 4.03 (2H, doublet of doublets, J = 6.6 & 5.9 Hz); 

4.20 (2H, triplet, J = 7.3 Hz); 
4.92 (2H. doublet. J = 6.6 Hz); 

5.62- 5.74 (1H, multiplet); 
5.78- 5.90 (1H, multiplet); 

40 5.92 - 6.12 (1H. broad); 

6.73 (1H. singlet); 

6.89 (1 H. doublet, J = 5.3 Hz); 
8.03 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfs), Vmax cmri: 
45 3450, 2925, 1740, 1660, 1610, 1560. 1510, 1420. 

EXAMPLE 74 

N-[4-(4-Piperldlnomethyl-2-pyrldyloxy)-cis-2-butenyl]-2-(3-acetoxyethylthio)acetamide 

50 

74(a) N-[4-(4-Piperidinomethyl-2>pyridyloxy)-cis-2-butenyl]-2-chloroacetamlde 

0.54 ml of triethylamine was added to a solution of 1.00 g of 4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-bu- 
tenylamine in 20 ml of ethyl acetate, and the resulting mbcture was cooled. 0.31 ml of 2-chloroacetyl chloride 
55 were then added to the mixture. The reaction mixture was then stirred at room temperature for 1 hour, after 
which it was mixed with water, and the aqueous mixture was extracted with ethyl acetate. The extract was con- 
centrated by evaporation under reduced pressure, and the residue was purified by column chromatography 
through silica gel, using a 1 : 19 by volume mixture of methanol and ethyl acetate as the eluent, to give 0.94 
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g (yield 73%) of the title compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.37 - 1.50 (2H, multiplet); 

1.50 - 1.64 (4H,multiplet); 
5 2.30 - 2.43 (2H, multiplet); 

2.30 - 2.43 (4H. multiplet); 

3.41 (2H, singlet); 

4.06 (2H, singlet); 

4.11 (2H. triplet, J = 6.6 Hz); 
10 4.94 (2H. doublet, J = 6.6 Hz); 

5.62 -5.75 (IN. multiplet); 

5.84 - 5.97 (1H. multiplet); 

6.69 - 6.92 (1H, broad); 

6.74 (1H, singlet); 
15 6.88 (1 H, doublet, J = 4.6 Hz); 

8.06 (1 H, doublet, J = 4.6 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnr^: 

3420, 2920, 1665, 1610, 1525, 1400, 1285. 

20 74(b) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cls-2-butenyll-2-(acetylthlo)acetamide 

A solution of 0.47 ml of thioacetic acid in 20 ml of tetraliydrofuran was added dropwise, whilst Ice-cooling 
and In an atmosphere of nitrogen, to a suspension of 0.29 g of sodium hydride (as a 55% w/w dispersion in 
mineral oil) In 20 ml of tetrahydrofuran, and the resulting mixture was stirred at room temperature for 30 minutes. 

25 At the end of this time, a solution of 2.00 g of N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-chloroa- 
cetamlde [prepared as described in step (a) above] in 20 ml of tetrahydrofuran was added dropwise to the mix- 
ture, whilst Ice-cooling, after which it was stirred at room temperature for 30 minutes. The reaction mixture was 
then concentrated by evaporation under reduced pressure, the residue was mixed with water, and the resulting 
aqueous mixture was extracted with ethyl acetate. The extract was concentrated by evaporation under reduced 

30 pressure, and the concentrate was purified by column chromatography through silica gel, using a 1 : 19 by 
volume mixture of methanol and ethyl acetate as the eluent, to give 1.72 g (yield 77%) of the title compound 
as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.39- 1.50 (2H, multiplet); 
35 1.50 - 1.67 (4H, multiplet); 

2.32- 2.43 (4H, multiplet); 

2.41 (3H, singlet); 

3.42 (2H, singlet); 
3.67 (2H, singlet); 

40 4.04 (2H, triplet, J = 5.9 Hz); 

4.93 (2H. triplet, J = 6.6 Hz); 

5.57-5.71 (1H, multiplet); 

5.81 -5.91 (1H, multiplet); 

6.35 - 6.66 (1H, broad); 
45 6.75 (1H. singlet); 

6.90(1H, doublet. J = 5.3 Hz); 

8.08 (1H, doublet. J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3). v„,ax cnrr^: 

3400. 2925, 1680, 1610, 1560, 1520, 1400. 

50 

74(c) N-[4-(4-Pfperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(3-hydroxypropylthio)acetamide 

5 ml of a methanolic solution containing 0.26 g of a 28% wA^ sodium methoxide solution were added, whilst 
ice-cooling, to a solution of 0.50 g of N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(acetylthio)acet- 
55 amide [prepared as described in step (b) above] in 5 ml of methanol, and the resulting solution was stirred for 
20 minutes. At the end of this time, a solution of 0.11 ml of 3-chloro-1-propanol in 5 ml of methanol, was added, 
and the reaction mixture was heated under reflux for 5 hours. The solvent was then removed by distillation 
under reduced pressure. The residue thus obtained was mixed with water, and the aqueous mixture was ex- 
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tracted with ethyl acetate. The extract was concentrated by evaporation under reduced pressure, and the re- 
sidue was purified by column chromatography through silica gel, using a 1 : 9 by volume mixture of methanol 
and methylene chloride as the eluent, to give 0.42 g (yield 81%) of the titJe compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1.39-1.51 (2H, multiplet); 

1.61 -1.66 (4H, multiplet); 

1.54 - 2.02 (4H, broad); 

1.84 (2H, triplet of doublets, 1 = 7.3 & 5.9 Hz); 

2.32 - 2.45 (4H. multiplet); 

2.68 (2H, triplet, J = 7.3 Hz); 

3.24 (2H, singlet); 

3.41 (2H, singlet); 

3.73 (2H, triplet, J = 5.9 Hz); 

4.07 (2H, doublet of doublets, 1 = 6.6 & 5.9 Hz); 

4.93 (2H. doublet, J = 6.6 Hz); 
5.61 -5.78(1 H, multiplet); 
5.82-5.94 (1H, multiplet); 
6.76 (1H. singlet); 

6.89 (1H, doublet, J = 5.3 Hz); 
7.70-7.25 (1H, broad); 
8.06 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfa), v^ax cnr^: 
3375. 2950. 1660. 1610, 1560. 1520. 1420. 

74(d) N-[4-(4-Piperldinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(3-acetoxypropylthio)acetamide 

Following a procedure similar to that described in Example 67(c), but using N-[4-(4-piperidinomethyl-2- 
pyridyloxy)-ci&-2-butenyl]-2-(3-hydroxypropylthio)acetamide [prepared as described in step (c) above] and 
acetic anhydride as starting materials, in relative proportions similar to those used in that Example, the title 
compound was obtained in an 87% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.38-1.51 (2H. multiplet); 
1.51 - 1.66 (4H, multiplet); 
1 .91 (2H, triplet of doublets. J = 7.3 & 5.9 Hz); 

2.05 (3H. singlet); 

2.31 - 2.43 (4H, multiplet); 

2.61 (2H, triplet, J = 7.3 Hz); 

3.23 (2H. singlet); 

3.41 (2H, singlet); 

4.03 - 4.20 (4H, multiplet); 

4.94 (2H, doublet. J = 6.6 Hz); 
5.60- 5.77 (1H. multiplet); 
5.81 -5.94(1 H, multiplet); 

6.74 (1H. singlet); 

6.89 (1H. doublet. J = 5.3 Hz); 
6.92-7.10 (1H, broad); 

8.06 (1H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCfs), Vmax cnr^: 
3375. 2950, 1715, 1660, 1610, 1560, 1520, 1420. 

The title compound, prepared as described above, was dissolved in ethyl acetate, and a 4 N ethyl acetate 
solution of hydrogen chloride was added to the resulting solution. The crystals which precipitated were collected 
by filtration, to give the hydrochloride of the title compound, melting at 110 - 124''C. 
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EXAMPLE 75 

N>[4-(4-Dimethyiaminomethyl-2-pyridyloxy)-cis-2-butenyl]-2"(2-acetoxyethylthio)acetamide 

5 75(a) N-[4-(4-Dimethylaminomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-hydroxyethylthio)acetam 

Following a procedure similar to that described in Example 68, but using 4-(4-dlmethylaminomethyl-2-pyr- 
idyloxy)-cis-2-butenylamine and 1,4-oxathian-2-one as starting materials, in relative proportions similar to 
those used in that Example, the title compound was obtained in a 53% yield. 
10 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 

1 .61 - 2.27 (1 H, broad singlet); 
2.26 (6H. singlet); 

2.77 (2H, triplet. J = 5.9 Hz); 

3.29 (2H, singlet); 
IS 3.40 (2H. singlet); 

4.07 (2H, doublet of doublets, J = 6.6 & 5.9 Hz); 

4.95 (2H, doublet, J = 6.6 Hz); 
5.61 -5.73(1 H,multiplet); 
5.76 - 5.87 (1 H, multiplet); 

20 6.76 (1H, singlet); 

6.89 (1H, doublet. J = 5.3 Hz); 
7.07-7.26 (1H, broad); 

8.08 (1H. doublet. J = 5.3 Hz). 

infrared Absorption Spectrum (CHC^a), Vmax cnrr^: 
25 3400, 2975, 1660, 1610, 1560, 1520, 1420. 

75(b) N-[4-(4-Dimethylaminomethyl-2-pyrldyloxy)-cis-2-butenyl]-2-(2-acetoxyethylthio)acetamide 

Following a procedure similar to that described in Example 67(c), but using N-[4-(4-dimethylaminomethyl- 
30 2-pyridyloxy)-cis-2-butenyl]-2-(2-hydroxyethyithio)acetamide [prepared as described in step (a) above] and 
acetic anhydride as starting materials, in relative proportions similar to those used in that Example, the title 
compound was obtained in a 58% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). 5 ppm: 

2.09 (3H, singlet); 
35 2.26 (6H, singlet); 

2.81 (2H, triplet, J = 6.6 Hz); 

3.30 (2H. singlet); 
3.40 (2H, singlet); 

4.10 (2H, doublet of doublets. J = 6.6 & 5.9 Hz); 
40 4.26 (2H, triplet, J = 6.6 Hz); 

4.96 (2H, doublet, J = 6.6 Hz); 

5.62 - 5.75 (1H. multiplet); 

5.82 - 5.96 (1H. multiplet); 
6.73 (1H. singlet); 

45 6.89 (1 H. doublet, J = 5.3 Hz); 

6.90- 7.13 (1H. broad); 
8.10 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCfs), Vmax cnr^: 

3375, 2950, 2800, 1740, 1660. 1610. 1560, 1510, 1400. 

50 

EXAMPLE 76 

N-{4-[4-(1.pyrrolidinylmethyj)-2-pyridyloxy]-cis-2-butenyl}-2-(2-acetoxyethylthio)acetamide 

55 Following a procedure similar to that described in Example 68, but using 4-[4-(1-pyrrolidinylmethyl)-2-pyr- 

idyloxy]-cjs-2-butenylamine and 1,4-oxathian-2-one as starting materials, in relative proportions similar to 
those used in that Example, N-{4-[4-(1-pyrrolidinylmethyl)-2-pyridyioxy]-cis-2-butenyl}-2-(2-hydroxyethylth- 
io)acetamide was obtained. This product was reacted with acetic anhydride in the same manner and same rel- 
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ative proportions as described in Example 67(c), to give the title compound in a 42% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.71 -1.84 (4H.multiplet); 

2.07 (3H, singlet); 

5 2.46 - 2.57 (4H. multiplet); 

2.79 (2H, triplet, J = 6.3 Hz); 
3.28 (2H. singlet); 
3.58 (2H, singlet); 

4.08 (2H, triplet. J = 6.6 Hz); 
10 4.24 (2H, triplet, J = 6.3 Hz); 

4.94 (2H, doublet, J = 6.6 Hz); 
5.61 -5.73 (1H, multiplet); 
5.81 ~ 5.94(1 H, multiplet); 
6.74 (1H, singlet); 
IS 6.90 (1 H, doublet. J = 5.3 Hz); 

6.90 - 7.09 (1H, broad); 
8.07 (1H, doublet, J = 6.3 Hz). 
Infrared Absorption Spectrum (CHC^a), Vmax cm-^: 

3400, 2950, 2800, 1740, 1660, 1610. 1560. 1520. 1420. 

20 

EXAMPLE 77 

N-[4-(4-Piperldlnomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-acetoxyethylsulfinyl)acetamlde 

25 77 \it of methanesutphonic acid was added to a solution of 0.50 g of N-[4-(4-piperidinonriethyl-2-pyridy- 
loxy)-cis-2-butenyll-2-(2-acetoxyethylthio)acetamide (prepared as described in Example 2) in 5.5 ml of 1,2- 
dichloroethane, and the resulting mixture was cooled to -lO^'C. 0.28 g of 3-chloroperoxybenzoic acid (purity: 
80%) was then added, and the reaction mixture was stirred, whilst keeping the temperature in the range from 
-lO^'C to -5''C, for 2 hours. At the end of this time. It was washed with a 10% w/v aqueous solution of sodium 

30 hydrogensulphite, with a saturated aqueous solution of sodium hydrogencarbonate and with a saturated aqu- 
eous solution of sodium chloride, In that order. The solvent was then removed by distillation under reduced 
pressure, and the resulting residue was purified by column chromatography through silica gel, using a 1 : 9 
by volume mixture of ethanol and chloroform as the eluent, to give 0.38 g (yield 73%) of the title compound 
as an oil. 

35 Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.37- 1.49 (2H, multiplet); 
1.49 - 1.64 (4H, multiplet); 

2.09 (3H, singlet); 

2.31 - 2.42 (4H. multiplet); 
40 3.12 - 3.18 (2H, multiplet); 

3.39 (IHi doublet, J = 13.2 Hz); 

3.41 (2H. singlet); 

3.73 (1H, doublet, J = 13.2 Hz); 

4.10 (2H. triplet, J = 5.9 Hz); 
45 4.38 - 4.60 (2H. multiplet); 

4.93 {2H, doublet, J = 5.3 Hz); 
5.61 - 5.73 (1H, multiplet); 
5.79-5.90 (1H, multiplet); 
6.73 (1H, singlet); 
50 6.88 (1H, doublet, J = 5.3 Hz); 

7.05-7.24 (1H, broad); 
8.06(1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), Vmax cnr^: 

3400.2950, 1740, 1670, 1610, 1560, 1410, 1310, 1220. 
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EXAMPLE 78 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-acetoxyethylsulfonyl)acetamM 

5 72 \it of methanesutphonic acid were added to a solution of 0.47 g of N-[4-(4-piperidinomethyl-2-pyridy- 

loxy)-cis-2-butenyl]-2-(2-acetoxyethylthio)acetamide (prepared as described in Example 2) in 5.5 ml of 1,2- 
dichloroethane. The resulting mixture was cooled to-10''C. 0.51 g of 3-chloroperoxybenzoic acid (purity: 80%) 
was added to the reaction mixture, which was then stirred at a temperature in the range from -lO^C to -S^'C 
for 2 hours. At the end of this time, the reaction mixture was washed with a 10% w/v aqueous solution of sodium 
10 hydrogensulphite, with a saturated aqueous solution of sodium hydrogencarbonate and with a saturated aqu- 
eous solution of sodium chloride, in that order, and then the solvent was removed by distillation under reduced 
pressure. The residue was purified by column chromatography through silica gei, using a 1 : 9 by volume mix- 
ture of ethanol and chloroform as the eluent, to give 0.40 g (yield 40%) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
IS 1.37 - 1.50 (2H.multiplet); 

1.50 - 1.70 (4H,multiplet); 
2.11 (3H. singlet); 

2.30 - 2.41 (4H, multiplet); 
3.41 (2H, singlet); 

20 3,55 (2H, triplet, J = 5.6 Hz); 

3.93 (2H, singlet); 
4.09 (2H, triplet, J = 5,6 Hz); 

4.93 (2H. doublet, J = 5.9 Hz); 
5.61 -5.73(1 H, multiplet); 

25 5.80 - 5.93 (1H, multiplet); 

6.75 (1H. singlet); 

6.90 (1H. doublet, J = 5.3 Hz); 

7.32-7.43 (1H, broad); 

8.06 (1H, doublet, J = 5.3 Hz). 
30 Infrared Absorption Spectrum (CHCfa), v^ax cnrr^: 

3300. 2950, 1740, 1680. 1610, 1560, 1400, 1320. 

EXAMPLE 79 

35 N-[4-(4-Plperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-[2-(3,3-dimethylbutyryloxy)ethyithio)acetamide 

Following a procedure similar to that described in Example 7, but using N-[4-(4-piperidinomethyl-2-pyri- 
dyloxy)-cis-2-butenyll-2-(2-hydroxvethvlthio)acetamide (prepared as described in Example 1) and 3.3-dime- 
thylbutyryl chloride as starting materials, In relative proportions similar to those used in that Example, the title 
40 compound was obtained in an 83% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
1.02 (9H, singlet); 
1.37- 1.50 (2H, multiplet); 
1.50- 1.65 (4H, multiplet); 
45 2.21 (2H. singlet); 

2.31 - 2.43 (4H, multiplet); 
2.79 (2H, triplet, J = 6.6 Hz); 
3.28 (2H, singlet); 

3.41 (2H. singlet); 
50 4.08 (2H, triplet, J = 5.9 Hz); 

4.23 (2H, triplet. J = 6.6 Hz); 

4.94 (2H, doublet, J = 5.9 Hz); 
5.60 - 5.72 (1H. multiplet); 
5.81-5.93 (1H. multiplet); 

55 6.73 (1H, Singlet); 

6.88 (1H, doublet. J = 5.3 Hz); 

6.92- 7.10 (1H. broad); 

8.06 (1H, doublet, J = 5.3 Hz). 
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Infrared Absorption Spectrum (CHCfa), Vmax cnr^: 

3375. 2925, 1730, 1660, 1610, 1560. 1520, 1400. 
The title compound, prepared as described above, was dissolved in ethyl acetate and treated with an equiv- 
alent amount of a 4 N solution of hydrogen chloride In ethyl acetate to give the hydrochloride of the title com- 
5 pound, melting at 1 06 - 1 0Q^'C. 

EXAMPLE 80 

N'[4-(4-Piperidinomethyl-2-pyridyloxy)>cis-2-butenyl]-2-[2-(2-methylpropionyloxy)ethylthio]a 

10 

Following a procedure similar to that described in Example 7, but using N-[4-(4-piperidinomethyl-2-pyri- 
dyloxy)-cjs-2-butenyl]-2-(2-hydroxyethylthio)acetamlde (prepared as described in Example 1) and 2-methyl- 
propionyl chloride as starting materials, in relative proportions similar to those used in that Example, the title 
compound was obtained In a 73% yield. 
15 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.17(6H. doublet, J = 7.3 Hz); 
1.37- 1.52 (2H,multiplet); 
1.50- 1.66 (4H,multiplet); 
2.31 - 2.44 (4H, multiplet); 
20 2.56 (1 H, septet, J = 7.3 Hz); 

2.79 (2H. triplet, J = 6.6 Hz); 
3.28 (2H, singlet); 
3.42 (2H. singlet); 
4.08 (2H. triplet, J = 6.3 Hz); 
25 4.24 (2H, triplet, J = 6.6 Hz); 

4.94 (2H, doublet, J = 6.6 Hz); 
5.60-5.74 (1H, multiplet); 
5.81 -5.93(1 H, multiplet); 
6.73 (1H, singlet); 
30 6.88 (1 H, doublet, J = 5.3 Hz); 

6.93- 7.07 (1H, broad); 
8.06 (1 H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnr^: 
3375. 2925. 1730, 1660. 1610. 1560, 1520, 1400. 
35 The title compound, prepared as described above, was dissolved in ethyl acetate and treated with an equi- 
molar amount of a 4 N solution of hydrogen chloride in ethyl acetate to give the hydrochloride of the title conv 
pound, melting at 93 - ge^'C. 

EXAMPLE 81 

40 

N-[4-(4-Plperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]-2-[2-(2,2-dimethylpropionyloxy)ethylthio]acetamide 

Following a procedure similar to that described in Example 7. but using N-[4-(4-piperidinomethyl-2-pyrl- 
dvloxy)-cls-2-butenyll-2-(2-hydroxvethvlthio)acetamide (prepared as described in Example 1) and 2.2-dlme- 
45 thylpropionyl chloride as starting materials, in relative proportions similar to those used in that Example, the 
title compound was obtained in a 63% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
1.20 (9H, singlet); 
1.38 - 1.52 (2H. multiplet); 
50 1,52 - 1.69 (4H. multiplet); 

2.28 - 2.53 (4H. multiplet); 
2.79 (2H, triplet, J = 6.6 Hz); 
3.28 (2H. singlet); 
3.45 (2H, singlet); 
55 4.09 (2H. triplet, J = 6.6 Hz); 

4.22 (2H, triplet, J = 6.6 Hz); 
4.94 (2H, doublet, J = 6.6 Hz); 
5.64- 5.73 (1H. multiplet); 
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5.82- 5.93 (IH.multlplet); 
6.75 (1H. singlet); 

6.91 (1H. doublet, J = 5.1 Hz); 
6.93 - 7.09 (1H, broad); 

5 8.07 (1H, doublet, J = 5.1 Hz). 

Infrared Absorption Spectrum (CHCf 3). v„^ax cmri: 

3375, 2925. 1720, 1660. 1610, 1540, 1520. 1480, 1400. 
The title compound, prepared as described above, was dissolved in ethyl acetate and treated with an equi- 
molar amount of a 4 N solution of hydrogen chloride In ethyl acetate to give the hydrochloride of the title conrv 
10 pound, melting at 93 - 97''C. 

EXAMPLE 82 

N-[4-(4-Piperidinomethyl-2-pyrldyloxy)-cis-2-butenyll-2-(2-butyryloxyethylthio)acetamide 

15 

Following a procedure similar to that described in Example 7, but using N-[4-(4-piperidlnomethyl-2-pyri- 
dyloxy)-cis-2-butenyl]-2-(2-hydroxyethylthio)acetamlde (prepared as described in Example 1) and butyryl 
chloride as starting materials, in relative proportions similar to those used in that Example, the title compound 
was obtained in an 88% yield. 
20 Nudear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
0.94 (3H, triplet, J = 7.3 Hz); 
1.34- 1.78 (SH.multiplet); 

2.29 - 2.39 (4H, multlplet); 

2.30 (2H, triplet, J = 7.3 Hz); 
25 2.79 (2H, triplet, J = 6.6 Hz); 

3.28 (2H, singlet); 
3.41 (2H. singlet); 

4.08 (2H, doublet of doublets. J = 7.3 & 6.6 Hz); 

4.24 (2H, triplet, J = 6.6 Hz); 
30 4.93 (2H, doublet, J = 7.9 Hz); 

5.60 - 5.78 (1H,multiplet); 

5.81 -5.94(1 H.multiplet); 

6.73 (1H, singlet); 

6.89 (1H, doublet, J = 5.3 Hz); 
35 6.92 - 7.10 (1H. broad); 

8.07 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), Vmax cnrr^: 

3400, 2950, 1740, 1660, 1610, 1560, 1520. 1420. 

40 EXAMPLE 83 

N-[4-(4-Piperidlnomethyl-2-pyridyloxy)-cls-2-butenyl]-2-(2-hydroxyethylsulflnyl)acetamide 

Following a procedure similar to that described in Example 77. but using N-[4-(4-piperidinomethyl-2-pyr- 
45 idyloxy)-cis-2-butenyl]-2-(2-hydroxyethylthio)acetamide (prepared as described In Example 1) as a starting 
material, in a relative proportion similar to that used in that Example, the title compound was obtained In a 
63% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.34 - 1.50 (2H, multlplet); 
50 1.50 - 1.64 (4H. multlplet); 

1.76-1.98 (1H. broad); 

2.28 - 2.45 (4H, multiplet); 

3.10 (2H. triplet, J = 5.9 Hz); 

3.41 (2H, singlet); 
55 3.52 (2H, doublet. J = 13.9 Hz); 

3.79 (1H, doublet, J = 13.9 Hz); 

4.04- 4.16 (4H. multiplet); 

4.92 (2H. doublet, J = 6.6 Hz); 
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6.65- 5.77 (1H, multiplet); 
5.82-5.93 (1H, multiplet); 
6.75 (1H, singlet); 
6.88 (1H. doublet. J = 5.3 Hz); 
5 7.15- 7.34 (1H, broad); 

8.06 (1H, doublet. J = 5.3 Hz). 
Infrared Absorption Spectrum (CHC^a), Vmax Cfrr^- 

3300, 2925, 1730, 1670. 1610. 1560. 1420. 1400. 
The title compound, prepared as described above, was dissolved in ethyl acetate and treated with an equi- 
10 molar amount of a 4 N solution of hydrogen chloride in ethyl acetate to give the hydrochloride of the title com- 
pound, melting at 111 - 114X. 

EXAMPLE 84 

15 N-[4-(4-Plperidinomethyl-2-pyridyioxy)-cis-2-butenyl]-2-(2-propionyloxyethylsulfmyl)acetamide 

Following a procedure similar to that described in Example 77, but using N-[4-(4-piperidlnomethyl-2-pyr- 
idyloxy)-cis-2-butenyl]-2-(2-propionyloxyethylthio)acetamide (prepared as described in Example 7) as a start- 
ing material, in a relative proportion similar to that used in that Example, the title compound was obtained in 
20 a 73% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.15(3H, triplet, J = 7.3 Hz); 
1.34 - 1.50 (2H, multiplet); 
1.50 - 1.62 (4H, multiplet); 
25 2.28 - 2.42 (4H, multiplet); 

2.37 (2H, quartet. J = 7.3 Hz); 
3.15(2H, triplet, J = 6.6 Hz); 

3.38 (1H. doublet, J = 14.2 Hz); 
3.41 (2H, singlet); 

30 3.73 (1H, doublet, J = 14.2 Hz); 

4.10 (2H, triplet, J = 6.6 Hz); 

4.39 - 4.61 (2H. multiplet); 
4.93 (2H, doublet, J = 6.6 Hz); 
5.60 - 5.72 (1H, multiplet); 

35 5.78 - 5.91 (1 H. multiplet); 

6.73 (1H. singlet); 
6.88 (1H. doublet, J = 5.3 Hz); 
7.04- 7.23 (1H. broad); 
8.06 (1H. doublet, J = 5.3 Hz). 
40 Infrared Absorption Spectrum (CHCf 3). v^ax cnrr^: 

3300. 2925, 1740, 1670, 1610, 1560, 1420. 1400. 
The title compound, prepared as described above, was dissolved in ethyl acetate and treated with an equi- 
molar amount of a 4 N solution of hydrogen chloride in ethyl acetate to give the hydrochloride of the title com- 
pound, melting at 77 - 83''C. 

45 

EXAMPLE 85 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(4-pyrimidinylthio)butyramide 

so 85(a) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenylH-(acetylthio)butyramide 

0.50 g of sodium hydride (as a 55% w/w dispersion In mineral oil) was added to 80 ml of dimethylformamide 
under an atmosphere of nitrogen gas, and then 10 ml of a dimethylformamide solution containing 0.81 ml of 
thloace;tic acid was added to the resulting mixture. The mixture was then stirred at room temperature for 30 
55 minutes. At the end of this time, 30 ml of a dimethylformamide solution containing 3.79 g of N-[4-(4-piperidi- 
nomethyl-2-pyridyloxy)-cis-2-butenyl]-4-chlorobutyramide (prepared as described in Preparation 2) were add- 
ed to the mixture, and the mixture was stirred at room temperature for 2 hours. Ethyl acetate was then added 
to the reaction mixture, which was then washed with a saturated aqueous solution of sodium hydrogencarbon- 
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ate and water. The solvent was removed by distillation under reduced pressure, and the residue was purified 
by column chromatography through silica gel, using a 1 : 19 by volume mixture of methanol and ethyl acetate 
as the eluent. to give 5.04 g (a quantitative yield) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
5 1.37 - 1.50 (2H,multiplet); 

1.50 - 1.63 (4H,multiplet); 
1.93 (2H, quintet, J = 7.3 Hz); 
2.26 (2H. triplet. J = 7.3 Hz); 
2.29 - 2.42 (4H. multiplet); 
10 2.91 (2H, triplet, J = 7,3 Hz); 

3.41 (2H, singlet); 

4.03 (2H, triplet, J = 6,9 Hz); 
4;93 (2H, triplet, J = 5.9 Hz); 
5.61 -5.75 (IN. multiplet); 

15 5.78 -5.89 (IN. multiplet); 

6.09 -6.34 (IN, broad); 
6.73 (1H, singlet); 
6.89 (1 H, doublet, J = 5.3 Hz); 

8.04 (1H, doublet, J = 5.3 Hz). 

20 Infrared Absorption Spectrum (CHCf 3), Vmax cnr^: 

3450, 3350, 2925, 2800, 1670. 1610, 1560, 1520, 1480, 1420, 1400. 

85(b) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(4-pyrimidinylthio)butyramide 

25 Asolution of 1 .00 g of N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(acetylthio)butyramide [pre- 
pared as described in step (a) above] in 10 ml of methanol was added to a mixture of 0.48 g of 28% w/v me- 
thanolic sodium methoxide and 5 ml of methanol, whilst ice-cooling, and the mixture was stirred at the same 
temperature for 20 minutes. At the end of this time, 0.28 g of 4-chloropyrimidine was added to the mixture and 
the mixture was heated under reflux for 2 hours. The solvent was then removed by evaporation under reduced 
30 pressure, and water was added to the resulting residue, which was then extracted with ethyl acetate. The sol- 
vent was removed from the extract by distillation under reduced pressure, and the residue was purified by col- 
umn chromatography t hrough silica gel, using a 1 : 9 by volume mixture of ethanol and chloroform as the eluent, 
to give 0.65 g (yield 60%) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
35 1.36 - 1.50 (2H. multiplet); 

1.50- 1.65 (4H. multiplet); 
2.06 (2H, quintet, J = 7.3 Hz); 
2.29 - 2.43 (4H. multiplet); 
2.37 (2H. triplet. J = 7.3 Hz); 
40 3.24 (2H. triplet, J = 7.3 Hz); 

3.41 (2H. singlet); 

4.05 (2H. triplet. J = 5.9 Hz); 
4.93 (2H. doublet, J = 6.6 Hz); 
5.61 -5.76(1 H. multiplet); 

45 5.78 - 5.90 (1 H. multiplet); 

6.22-6.44 (IN, broad); 

6.73 (1H. singlet); 

6.88 (1H, doublet. J = 5.3 Hz); 

7.17(2H, doublet, J = 5.3 Hz); 
50 8.03 (1 H. doublet. J = 5.3 Hz); 

8.32 (1H, doublet, J = 5.3 Hz); 

8.91 (1H, singlet). 
Infrared Absorption Spectrum (CHCf 3), cnr^: 

3450, 3300. 2925, 1660, 1610. 1570, 1520, 1440. 1420, 1380. 
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EXAMPLE 86 

N-[4-(4"Dimethyiaminomethyl-2-pyridyloxy)-cls-2-butenyl]pyrazole-2-carboxamide 

5 Following a procedure similar to that described in Example 1 3, but using 4-(4-dimethylaminomethyl-2-pyr- 

ldyloxy)-cis-2-butenylamine and 4-pyrazolecarboxylic acid as starting materials, in relative proportions similar 
to those used in that Example, the title compound was obtained as an oil In a 65% yield. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
2.27 (6H, singlet); 
10 3.40 (2H. singlet); 

4.22 (2H, triplet. J = 5.9 Hz); 
4.99 (2H, doublet, J = 6.6 Hz); 
5.71 - 5.94 (2H, multiplet); 
6.47 (1H, broad singlet); 

15 6.74 (1H, singlet); 

6.89 (1 H, doublet, J = 5.3 Hz); 

7.97 (2H, singlet); 

8.07 (1H, doublet, J = 5.3 Hz). 
Infrared Absorption Spectrum (CHCf 3), v^ax cnr^: 
20 3450, 3170, 2980. 2940. 1640. 1615. 1565, 1510, 1415 1400. 1290. 

EXAMPLE 87 

N-[4-(4-Piperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]-3,5-dimethylpyrrole-2-carboxamide 

25 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 3,5-dlmethylpyrrole-2-carboxylic acid as starting materials, in relative propor- 
tions similar to those used in that Example, the title compound was obtained as crystals, melting 140 - 141 ""C, 
in a 58% yield. 

30 Nuclear Magnetic Resonance Spectrum (CDCf 3), 5 ppm: 
1.37 - 1.48 (2H. multiplet); 
1.50-1.61 (4H. multiplet); 

2.23 (3H, singlet); 
2.26 (2H, singlet); 

35 2.30 - 2.42 (4H. multiplet); 

3.40 (2H, singlet); 

4.22 (2H, triplet, J = 5.6 Hz); 

4,96 (2H, doublet, J = 6.6 Hz); 

5.66 - 5.79 (3H, multiplet); 
40 5.82 - 5.92 (1H, multiplet); 

6.73 (1H. singlet); 

6.87 (1H. doublet, J = 5.3 Hz); 

8.04 (1H, doublet, J = 5.3 Hz); 

9.13- 9.27 (1H, broad). 
45 Infrared Absorption Spectrum (KBr), v^ax cnrr^: 

3249, 1612. 1525. 1410. 1272, 1035. 826. 

EXAMPLE 88 

50 N-[4-(4-Piperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]-2-methylfuran-3-carboxamide 

Following a procedure similar to that described in Example 13, but using 4-(4-piperidinomethyl-2-pyridy- 
loxy)-cis-2-butenylamine and 2-methylfuran-3-carboxylic acid as starting materials, in relative proportions sim- 
ilar to those used in that Example, the title compound was obtained as an oil In a 77% yield. 
55 Nuclear Magnetic Resonance Spectrum (CDCf 3). 8 ppm: 
1.39- 1.51 (2H, multiplet); 
1.53- 1.66 (4H, multiplet); 
2.31 - 2.45 (4H, multiplet); 
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2.58 (3H, singlet); 

3.42 (2H. singlet); 

4.17 (2H, triplet, J = 6.4 Hz); 

4.97 (2H, doublet. J = 6.4 Hz); 
5 5.71-5.81 (1H, multiplet); 

5.83-5.93 (1H. multiplet); 

6.01 -6.1 8(1 H. broad); 

6.41 (1H. doublet. J = 2.2 Hz); 

6.75 (1H. singlet); 
10 6.90 (1 H, doublet. J = 5.4 Hz); 

7.23 (1H, doublet. J = 2.2 Hz); 

8.03 (1H, doublet. J = 5.4 Hz). 
Infrared Absorption Spectrum (liquid film), Vmax Cnri: 

33i25. 2936, 1636. 1611, 1561, 1523. 1420. 1402. 1301. 1290. 1039. 
15 The title compound, prepared as described above, was dissolved in ethyl acetate and treated with an equi- 
molar amount of a 4 N solution of hydrogen chloride in ethyl acetate to give the hydrochloride of the title conv 
pound, melting at 258 - 261 ""C (with decomposition). 

EXAMPLE 89 

20 

N-[4-(4"Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-4-(2-pyrimidinylsulfinyl)butyramide 

Following a procedure similar to that described in Example 77. but using N-[4-(4-piperidinomethyl-2-pyr- 
idyloxv)-cis-2-butenyl]-4-(2"Pyrimidinylthio)butyramide (prepared as described in Example 34) as a starting 
25 material, In a relative proportion similar to that used in that Example, the title compound was obtained as an 
oil in a 55% yield. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
1.37-1.50 (2H. multiplet); 
1.52 - 1.63 (4H. multiplet); 
30 1.99 - 2.12 (1H. multiplet); 

2.20 - 2.45 (7H. multiplet); 
3.10 - 3.32 (2H, multiplet); 
3.41 (2H, singlet); 
4.01 (2H, doublet. J = 6.3 Hz); 
35 4.91 (2H, doublet. J = 6.6 Hz); 

5.61-5.71 (1H. multiplet); 
5.78 - 5.87 (1H, multiplet); 
6.32 (1 H, broad singlet); 
6.73 (1H. singlet); 
40 6.89 (1 H. doublet, J = 5.3 Hz); 

7.41 (1H. triplet. J = 4.6 Hz); 
8.03 (1 H. doublet, J = 5.3 Hz); 
8.89 (2H, doublet. J = 4.6 Hz). 
Infrared Absorption Spectrum (liquid film), Vmax cnr^- 
45 3302. 2936, 1657. 1612. 1561. 1420. 1403, 1384. 1312, 1300, 1289, 1062, 1040, 763. 

EXAMPLE 90 

N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-propionyloxyethylthio)acetamide 

50 

Following a procedure similar to that described in Example 2, but using N-[4-(4-piperidlnomethyl-2-pyri- 
dyloxy)-cis-2-butenyl]-2-(2-hydroxyethylthio)acetamide (prepared as described in Example 1) and propionic 
anhydride as starting materials, in relative proportions similar to those used in that Example, the title compound 
was obtained In a 90% yield. 

55 The nuclear magnetic resonance spectrum and the infrared spectrum of the title compound are identical 
with those of the compound prepared as described in Example 7. 
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PREPARATION 1 

N-[4-(4-Piperidinomethyl-2-pyridyioxy)-cis-2-butenyl]"2-chloroacetamide 

1 .00 g of 4-(4-piperidinomethyl-2-pyridyioxy)-cis- butenylamine was dissolved in 20 ml of ethyl acetate. 
0.54 ml of triethylamine was added to the solution, and the resulting mixture was cooled in an ice bath. 0.31 
ml of 2-chloroacetyl chloride was added, and the mixture was stirred for 1 hour at room temperature. At the 
end of this time, water was added, and the reaction mixture was extracted with ethyl acetate. The extract was 
condensed by evaporation under reduced pressure, and the residue was purified by silica gel chromatography, 
eluted with a 1 : 19 by volume mixture of methanol and ethyl acetate, to give 0.94 g (yield 73%) of the title 
compound as an oil. 

Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.37- 1.50 (2H, multiplet); 

1.50- 1.64 (4H,multiplet); 

2.30- 2.43 (2H,multiplet); 

3.41 (2H, singlet); 

4.06 (2H. singlet); 

4.11 (2H, triplet, J = 6.6 Hz); 

4.94 (2H, doublet, J = 6.6 Hz); 
5.62-5.75 (1H, multiplet); 
5.84- 5.97 (1H,multiplet); 
6.69-6.92 (1H, broad); 

6.74 (1H, singlet); 

6.88 (1 H, doublet, J = 4.6 Hz); 

8.06 (1 H, doublet, J = 4.6 Hz). 

Infrared Absorption Spectrum (CHCf 3), v^ax cnrr^: 
3420, 2920, 1665, 1610, 1525, 1400, 1285. 

PREPARATION 2 

N-[4-(4-Piperidinomethyl-2-pyrldyloxy)-cis-2-butenyl]-4-chlorobutyramide 

Following a procedure similar to that described in Preparation 1, but using 4-(4-piperidinomethyl-2-pyri- 
dyloxy)-cis-2-butenyiamine and 4-chlorobutyryl chloride as starting materials, In relative proportions similar to 
those used in that Preparation, the title compound was obtained at a yield of 73%. 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.35- 1.53 (2H, multiplet); 

1.53- 1.78 (4H, multiplet); 

2.06- 2.17 (2H, multiplet); 

2.33 - 2.41 (2H, multiplet); 

2.41 - 2.52 (4H, multiplet); 

3.50 (2H, singlet); 

3.61 (2H, triplet, J = 6.1 Hz); 

4.04 (2H, triplet, J = 6.1 Hz); 

4.93 (2H, doublet, J = 6.8 Hz); 

5.62-5.73 (1H, multiplet); 

5.77- 5.89 (1H, multiplet); 

6.07 (1H, doublet, J = 4.9 Hz); 

6.08 - 6.26 (1H, broad); 
6.78 (1H, singlet); 

6.95 (1H, doublet, J = 4.9 Hz). 

Infrared Absorption Spectrum (CHCP3), v^ax cnrr^: 
3440, 2920, 1660, 1610, 1415, 1295. 
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PREPARATIONS 

N-[4-(4-Piperidinomethyl-2-pyridyioxy)-cis-2"butenyl]-3-mercaptopropionamide 

5 3(a) N-[4-(4-Piperidinomethyi-2-pyridyloxyl-cis-2-butenyl]-3-(acetylthio)propionamide 

1 .00 g of 3-(acetylthio)propionic acid, 1 .39 g of dicyclohexyl carbodiimide, 1 .05 g of 1-hydroxybenzotriazole 
and 1.76 g of 4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenylamine were added to 45 ml of dlmethylforma- 
mide, and the solution was stirred for 5 hours at room temperature. At the end of this time, ethyl acetate was 
10 added to the reaction mixture, insoluble matter was filtered off, and the filtrate was washed with a saturated 
aqueous solution of sodium hydrogencarbonate and then with water. The reaction mixture was then condensed 
by evaporation under reduced pressure, and the resulting residue was subjected to silica gel chromatography, 
eluted with a 1:19 by volume mixture of methanol and ethyl acetate, to give 1.27 g (yield 48%) of the title com- 
pound as an oil. 

15 Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 

1.30 - 1.50 (2H,multiplet); 

1.50- 1.70 (4H,multiplet); 

2.28- 2.44 (4H,multiplet); 

2.32 (3H, singlet); 
20 2.50 (2H. triplet, J = 6.9 Hz); 

3.16 (2H, triplet, J = 6.9 Hz); 
- 3.41 (2H, singlet); 

4.04 (2H, triplet. J = 6.3 Hz); 

4.93 (2H, doublet, J = 6.6 Hz); 
25 5.62 - 5.74 (1 H, multiple!); 

5.78 - 5.90 (1 H. multiplet); 

6.73 (1H, singlet); 

6.89 (1H, doublet, J = 5.3 Hz); 
8.03 (1H, doublet, J = 5.3 Hz). 
30 infrared Absorption Spectrum (CHCf 3), Vmax cm-^: 

3440, 2930. 1675, 1610, 1415, 1400. 1310, 1295, 1285, 1140 

3(b) N-[4-(4-Piperidinomethyl-2-pyridyloxy)-cls-2-butenyl]-3-(mercapto)propionamide 

35 1.0 g of N-[4-(4-piperidinomethyl-2-pyridvloxy)-cis-2-butenvll-3-(acetylthio)propionamide [prepared as 
described in step (a) above] and 0.49 g of a 28% w/v methanoiic solution of sodium methoxide were added to 
20 ml of methanol, whilst ice-cooling, and the mixture was stirred at the same temperature for 20 minutes. At 
the end of this time, 0. 1 5 ml of acetic acid was added, and the solvent was removed by distillation under reduced 
pressure. The residue was dissolved in ethyl acetate, washed with water and condensed by evaporation under 
40 reduced pressure, to obtain 0.76 g (yield 85%) of the title compound as an oil. 
Nuclear Magnetic Resonance Spectrum (CDCf 3). 6 ppm: 
1.37 - 1.50 (2H. multiplet); 
1.46-1.96 (1H, broad); 
1.50- 1.65 (4H. multiplet); 
45 2.27 - 2.43 (4H. multiplet); 

2.51 (2H. triplet, J = 6.9 Hz); 
2.83 (2H. doublet of triplets. J = 6.9 & 7.9 Hz); 
3.41 (2H. singlet); 
4.06 (2H, triplet, J = 5.9 Hz); 
so 4.94 (2H. doublet. J = 6.6 Hz); 

5.63-5.77 (1H. multiplet); 
5.79-5.90 (1H. multiplet); 

6.74 (1H. singlet); 

6.89 (1H. doublet, J = 5.3 Hz); 
55 8.04 (1 H, doublet, J = 5.3 Hz). 

Infrared Absorption Spectrum (CHCf 3). Vmax cnrV 
3450, 2940, 1665, 1612, 1418, 1400. 1300. 1290 
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PREPARATION 4 

Ethyl 4-hydrQxy-3'isoxazolecarboxylate 

5 144 g of urea were added to 1 liter of a dimethylformam ide solution containing 72 g of ethyl 4-bromo-2- 
hydroxyimino-3-oxobutyrate. The reaction solution was heated for 15 minutes at lOO^'C and then cooled, after 
which water was added to the reaction solution, and the mixture was extracted with ethyl acetate. The extract 
was washed with dilute aqueous hydrochloric acid and with a saturated aqueous solution of sodium chloride, 
in that order, after which it was dried over anhydrous sodium sulphate. The solvent was then removed by dis- 
10 tillation under reduced pressure, and a 1 : 1 by volume mixture of ethyl acetate and hexane was added to the 
residue, to remove insoluble materials. The solution thus obtained was purified by silica gel chromatography, 
eluted with a 1 : 4 by volume mixture of ethyl acetate and hexane, to give 19 g of the title compound, melting 
at 59 - eo^'C (after recrystallisatlon from a mixture of ethyl acetate and hexane). 
Nuclear Magnetic Resonance Spectrum (CDCf 3), 6 ppm: 
15 1.42 (3H, triplet, J = 8.0 Hz); 

4.48 (2H, quartet, J = 8.0 Hz); 
6.72 (1H. broad); 
8.32 (1H, singlet). 
Infrared Absorption Spectrum (CHCfa), Vmax cnr^: 
20 3420, 1718, 1140. 



Claims 

25 1. A compound of formula (I) : 



30 




wherein: 
R^ represents 

35 a cyclic amino group having from 3 to 7 ring atoms, of which from 1 to 3 are nitrogen atoms, 0 or 

1 is an oxygen atom or a sulphur atom, and the remainder are carbon atoms, or 

a dialkylamino group in which each alkyi group is independently selected from alkyi groups having 
from 1 to 4 carbon atoms; 
R2 represents 

40 a group of formula -NHCHR^R^ wherein 

R^ and R"^ are independently selected from alkyi groups having from 1 to 6 carbon atoms, 
aryl groups as defined below and aralkyi groups as defined below, 
or 

R^ and R^ together with the carbon atom to which they are attached, represent a cycloalkyi 
45 group having from 3 to 8 ring carbon atoms, which group is unsubstltuted or is substituted by at least one 

substituent selected from substituents a, 

an aromatic heterocyclic group having 5 ring atoms, of which from 1 to 3 are hetero-atoms selected 
from nitrogen, oxygen and sulphur hetero-atoms, said group being unsubstltuted or having at least one 
substituent selected, in the case of substituents on carbon atoms, from substituents a and, in the case of 
50 substituents on nitrogen atoms, from substituents p, 

or a group of formula -B-S(0)m-R5 wherein 

R^ represents: a substituted alkyi group which has from 1 to 4 carbon atoms and which is 
substituted by at least one substituent selected from substituents y; or an aromatic heterocyclic group 
which has 5 or 6 ring atoms of which from 1 to 4 are hetero-atoms selected from nitrogen, oxygen and 
55 sulphur hetero-atoms, said group being unsubstltuted or having at least one substituent selected, in the 

case of substituents on carbon atoms, from substituents a and, in the case of substituents on nitrogen 
atoms, from substituents e, 

B represents an alkylene or alkylidene group having from 1 to 6 carbon atoms, 
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and m is 0, 1 or 2; 

A represents a group of formula -CH=CH- or -(CH2)n-, where n is 1 , 2 or 3; 

aryl groups are carbocyciic aromatic groups having from 6 to 1 0 ring carbon atoms which are u nsubstituted 
or which are substituted by at least one substituent selected from substituents ^; 
aralkyi groups are alkyi groups which have from 1 to 4 carbon atoms and which are substituted by from 
1 to 3 aryl groups as defined above; 

substituents a are selected from: alkyI groups having from 1 to 4 carbon atoms; alkoxy groups having from 
1 to 4 carbon atoms; hydroxy groups; halogen atoms; amino groups; monoalkyi- amino groups in which 
the alkyI part has from 1 to 4 carbon atoms; dialkylamino groups in which each alkyl part is independently 
selected from alkyl groups having from 1 to 4 carbon atoms; alkanoylamino groups haying from 1 to 5 car- 
bon atoms; arylcarbonylamino groups in which the aryl part is as defined above; and aryl groups as de- 
fined above; 

substituents a are selected from alkyl groups having from 1 to 4 carbon atoms; 
substituents y are selected from: hydroxy groups; alkanoyloxy groups having from 1 to 5 carbon atoms; 
substituted alkanoyloxy groups which have from 2 to 5 carbon atoms and which are substituted by at least 
one substituent selected from substituents 6; arylcarbonyloxy groups in which the aryl part is as defined 
above; and cydoalkylcarbonyloxy groups In which the cycloalkyi part has from 3 to 6 ring carbon atoms 
and is unsubstltuted or is substituted by at least one substituent selected from substituents a; 
substituents 6 are selected from: carboxy groups; alkoxycarbonyl groups in which the alkoxy part has from 
1 to 4 carbon atoms; aryloxycarbonyl groups in which the aryl part is as defined above; and aryl groups 
as defined above; 

substituents s are selected from: alkyl groups having from 1 to 4 carbon atoms; and hydroxyalkyi groups 
having from 2 to 4 carbon atoms; 

substituents Care selected from substituents a, provided that any aryl group in substituents a Is not further 
substituted by an aryl group; 

PROVIDED THAT, when m is 1 , represents: said substituted alkyl group having from 1 to 4 carbon 
atoms; an aromatic heterocyclic group which has 5 ring atoms of which from 2 to 4 are hetero-atoms se- 
lected from nitrogen, oxygen and sulphur hetero-atoms, said group being unsubstltuted as defined above 
or an aromatic heterocyclic group which has 6 ring atoms of which from 1 to 4 are hetero-atoms selected 
from nitrogen, oxygen and sulphur hetero-atoms, said group being unisubstituted as defined above; 
and pharmaceutically acceptable salts thereof. 

The compound of Claim 1, wherein R^ represents a cyclic amino group having firom 3 to 7 ring atoms, of 
which 1 is a nitrogen atom and the remainder are carbon atoms, or said dialkylamino group. 

The compound of Claim 2, wherein Ri represents a cyclic amino group having 5 or 6 ring atoms, of which 
1 is a nitrogen atom and the remainder are carbon atoms, or said dialkylamino group. 

The compound of Claim 3, wherein R^ represents a 1-pyrroldlnyl, piperidino, dimethylamino or diethyla- 
mino group. 

The compound of Claim 1 , wherein R2 represents a group of formula -NHCHR3R^ wherein R^ and R^ are 
independently selected from: 

alkyl groups having from 1 to 4 carbon atoms, 

phenyl groups which are unsubstltuted or have at least one substituent selected from sub- 
stituents C, defined in Claim 1, and 

benzyl and phenethyl groups; 
or 

R3 and R"*, together with the carbon atom to which they are attached, represent a cycloalkyi 
group having from 3 to 6 ring carbon atoms. 

The compound of Claim 1, wherein R^ represents an aromatic heterocyclic group having 5 ring atoms, of 
which 1 is a hetero-atom selected from nitrogen, oxygen and sulphur hetero-atoms, there are 0, 1 or 2 
additional nitrogen hetero-atoms, and the remaining ring atoms are carbon atoms, said group being un- 
substltuted or having at least one substituent selected, in the case of substituents on carbon atoms, from 
substituents a and, in the case of substituents on nitrogen atoms, from substituents p, as defined in Claim 
1, 

The compound of Claim 6, wherein said aromatic heterocyclic group Is selected from furyl, thienyl, pyrrotyt, 
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oxazolyl, isoxazolyl, thiazolyl, isothiazoiyi, pyrazolyl, imidazolyl, oxadiazolyl and thiadiazolyl groups, 
which are unsubstituted or are substituted as defined in Clainn 6. 

8. The compound of Claim 1, wherein represents a group of formula -B-S(0)m-R5 wherein: 
5 B represents an atkylene or alkylidene group having from 1 to 3 carbon atoms; 

m Is 0, 1 or 2; and 

represents: a substituted alky! group which has from 2 to 4 carbon atoms and which is substituted 
at its 2-position by at least one substituent selected from substituents y; or an aromatic heterocyclic group 
which has 5 or 6 ring atoms of which 1 is a hetero-atom selected from nitrogen, oxygen and sulphur hetero- 
iO atoms, there are 0, 1, 2 or 3 additional nitrogen hetero-atoms, and the remaining ring atoms are carbon 

atoms, said group being unsubstituted or having at least one substituent selected, in the case of substitu- 
ents on carbon atoms, from substituents a and, in the case of substituents on nitrogen atoms, from the 
group consisting of substituents 8, as defined In Claim 1. 
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9. The compound of Claim 1 , wherein A represents a group of formula -CH=CH- or -(CH2)n-. where n is 1 or 
2. 

10. The compound of Claim 1, wherein: 

Ri represents a 1-pyrrolidinyl, piperidino, dimethylamino or diethylamino group; 
R2 represents 

a group of formula -NHCHR3R^ wherein 

R3 and R^ are independently selected from alkyi groups having from 1 to 4 carbon atoms, 
benzyl groups, phenethyl groups and phenyl groups which are unsubstituted or which are substituted by 
at least one substituent selected from methyl, methoxy, fluorine atoms and chlorine atoms, 
or 

R3 and R^ together with the carbon atom to which they are attached, represent a cycloalkyi 
group having from 3 to 6 ring carbon atoms, 

a furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, pyrazolyl, imidazolyl or thiadiazolyl group, 
which is unsubstituted or Is substituted by at least one substituent selected, in the case of substituents 
on carbon atoms, from substituents and, in the case of substituents on nitrogen atoms, from the group 
consisting of methyl and ethyl groups, 
or a group of formula -B-S(0)m-R^ wherein 

R5 represents: a substituted ethyl or propyl group which is substituted at its 2-position by at 
least one substituent selected from the group consisting of substituents ; or an imidazolyl, 1 ,2,4-trtazolyl, 
1 ,3,4-oxadiazolyt, 1 ,3,4-thiadiazolyl, tetrazolyl, pyridyl or pyrimidinyl group which is unsubstituted or has 
at least one substituent selected, in the case of substituents on carbon atoms, from substituents and, 
in the case of substituents on nitrogen atoms, from substituents €\ 

B represents an alkylene or alkylidene group having from 1 to 3 carbon atoms, 

and m is 0, 1 or 2; 
A represents a group of formula -CH=CH- or -(CH2)n-, where n is 1 or 2; 

substituents are selected from: methyl groups, ethyl groups, methoxy groups, ethoxy groups, hydroxy 
groups, chlorine atoms, amino groups; methylamino groups, ethylamino groups, dimethylamino groups, 
diethylamino groups, alkanoylamino groups having from 1 to 3 carbon atoms, phenyl groups, and substi- 
tuted phenyl groups in which the substituent is selected from methyl groups, methoxy groups, chlorine 
atoms and fluorine atoms; 

substituents y^ are selected from: hydroxy groups; alkanoyloxy groups having from 1 to 5 carbon atoms; 
substituted alkanoyloxy groups which have 3 or 4 carbon atoms and which are substituted by at least one 
substituent selected from carboxy, methoxycarbonyl and ethoxy- carbonyl groups; phenylacetoxy groups; 
benzoyloxy groups; and cycloalkylcarbonyloxy groups in which the cycloalkyi part has from 3 to 6 ring 
carbon atoms; 

substituents are selected from: methyl groups, ethyl groups, and hydroxyalkyl groups having from 2 to 
4 carbon atoms. 

11 The compound of Claim 1, wherein: 

W represents a 1-pyrrolidinyl or piperidino group; 
R2 represents 

a group of formula -NHCHR^R^, wherein 

R3 and R^ are independently selected from methyl, ethyl, phenyl and benzyl groups, 
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or 

and R^ together with the carbon atom to which they are attached, represent a cydoalkyl 
group having from 3 to 5 ring carbon atoms, 

a furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, pyrazolyl or 1 ,2,3-thiadiazolyl group, which 
5 is unsubstituted or is substituted by at least one substituent selected, in the case of substituents on carbon 

atoms, from substituents and, in the case of substituents on nitrogen atoms, from the group 
consisting of methyl and ethyl groups, 
or a group of formula -B-S(0)^-R5, wherein 

R5 represents: a substituted ethyl or propyl group which is substituted at its 2-position by at 
10 least one substituent selected from substituents y^; or a 1,2,4-triazolyl, 1,3,4-oxadiazolyl or pyrimidinyl 

group which is unsubstituted or has at least one substituent selected, in the case of substituents on carbon 
atoms, from substituents and, in the case of substituents on nitrogen atoms, from methyl and ethyl 
groups, 

B represents an aikylene or alkylidene group having from 1 to 3 carbon atoms, 
15 andmisOorl; 

A represents a group of formula -CH=CH- or -(CH2)2-; substituents are selected from: methyl groups, 
ethyl groups, methoxy groups, ethoxy groups, hydroxy groups, chlorine atoms, amino groups, acetamido 
groups and phenyl groups; 

substituents are selected from: methyl groups, ethyl groups, methoxy groups, ethoxy groups, hydroxy 
20 groups, chlorine atoms, amino groups, and acetamido groups; 

substituents are selected from: hydroxy groups; acetoxy groups; propionyloxy groups; substituted al- 
kanoyloxy groups which have 3 or 4 carbon atoms and which are substituted by at least one substituent 
selected from carboxy, methoxycarbonyl and ethoxycarbonyl groups; phenyiacetoxy groups; benzoyloxy 
groups; and cycloalkylcarbonyloxy groups in which the cycloalkyi part has from 3 to 6 ring carbon atoms. 

25 

12. The compound of Claim 1, wherein: 
Ri represents a piperidino group; 
R2 represents 

a group of formula -NHCHR^R^ wherein 
30 R^ and R^ are Independently selected from methyl, ethyl, phenyl and benzyl groups, 

or 

R3 and R"^, together with the carbon atom to which they are attached, represent a cycloalkyi 
group having 3 or 4 ring carbon atoms, 

a thienyl, pyrrolyl, thiazolyl, pyrazolyl or 1 ,2,3-thiadiazolyl group, which is unsubstituted or is sub- 
35 stituted by at least one substituent selected, in t he case of substituents on carbon atoms, from substituents 

and, in the case of substituents on nitrogen atoms, from methyl groups, 
or a group of formula -B-S(0)m-R^ wherein 

B represents a methylene group and R^ represents: a substituted ethyl or propyl group which 
is substituted at Its 2-positlon by at least one substituent selected from substituents y^; 
40 or 

B represents a trimethylene group and R^ represents: a 1 ,2,4-triazolyl, 1,3,4-oxadiazoiyl or 
pyrimidinyl group which is unsubstituted or has at least one substituent selected, in the case of substituents 
on carbon atoms, from methyl, hydroxy and amino groups, and, in the case of substituents on nitrogen 
atoms, from methyl groups, 
45 andmisO; 

A represents a group of formula -CH=CH-; 

substituents are selected from: methyl groups, methoxy groups, hydroxy groups, chlorine atoms and 
amino groups; 

substituents are selected from: hydroxy groups; acetoxy groups; propionyloxy groups; substituted pro- 
50 pionoyloxy groups which are substituted by at least one substituent selected from carboxy, methoxycar- 

bonyl and ethoxycarbonyl groups; benzoyloxy groups; and cycloalkylcarbonyloxy groups in which the cy- 
cloalkyi part has 5 or 6 ring carbon atoms. 

13. The compound of Claim 1, wherein: 
55 R^ represents a piperidino group; 

R2 represents: 

a pyrazolyl group, which is unsubstituted or is substituted on a carbon atom by at least one amino 
substituent, 
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or a group of formula -B-S(0)m-R^. wherein 

B represents a methylene group and represents: a substituted ethyt group which is sub- 
stituted at its 2-positlon by at least one substituent selected from substituents hydroxy, acetoxy, propio- 
nyloxy, benzoyloxy, cyclopentylcarbonyloxy and cydohexytcarbonyloxy groups; 
or 

B represents a trimethylene group and Rs represents: a 2-pyrimidinyl group; 
and m Is 0; 
A represents a group of formula -CH=CH-. 

14 The compound of Claim 1 , selected from N-[4-(4-piperidinomethyl-2-pyrjdyloxy)-cjs-2-butenyl]pyrazole- 
4-carboxamide and pharmaceutically acceptable salts thereof. 

15. The compound of Claim 1, selected from 3-amino-N-[4-(4-plperidinomethyl-2-pyridvloxy)-cis-2-bute- 
nyl]pyrazole-4-carboxamide and pharmaceutically acceptable salts thereof. 

16. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-hy- 
droxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

17. The compound of Claim 1 , selected from N-[4-(4-piperidinomethyi-2-pyridyloxy)-cis-2-butenyl]-2-(2-acet- 
oxyethylthlo)acetamlde and pharmaceutically acceptable salts thereof. 

18. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-pro- 
pionyloxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

19. The compound of Claim 1, selected from N-[4-(4-piperldinomethyl-2-pyridyloxv)-cis-2-butenyll-2-(2-bu- 
tyryloxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

20. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-c|s-2-butenyl]-2-(2-iso- 
butyryloxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

21. The compound of Claim 1, selected from N-[4-(4-plperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-iso- 
vateryloxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

22. The compound of Claim 1 , selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-phe- 
nylacetoxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

23. The compound of Claim 1, selected from 2-{N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]carba- 
moylmethylthio}ethyl hydrogen succinate and pharmaceutically acceptable salts thereof. 

24. The compound of Claim 1 , selected from N-[4-(4-plperidinomethyt-2-pyridyloxy)-cis-2-butenyl]-2-(2-ben- 
zoyloxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

25. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pvridyloxv)-cis-2-butenvll-2-(2-cv- 
clopentylcarbonyloxyethylthlo)acetamide and pharmaceutically acceptable salts thereof. 

26. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyll-2-(2-cv- 
clohexylcarbonyloxyethylthio)acetamide and pharmaceutically acceptable salts thereof. 

27. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-cis-2-butenyl]-2-(2-hy- 
droxyethylsulphinyl)acetamide and pharmaceutically acceptable salts thereof. 

28. The compound of Claim 1, selected from N-[4-(4-piperidinomethyl-2-pyridyloxy)-c|s-2-butenyt]-2-(2-pro- 
plonyloxyethylsulphinyl)acetamide and pharmaceutically acceptable salts thereof. 

29. The compound of Claim 1 , selected from N-[4-(4-Plperidlnomethyl-2-pyridyloxy)-cis-2-butenyl]-2-[2-(3,3- 
dimethylbutyryloxy)ethylthio)acetamide and pharmaceutically acceptable salts thereof. 

30. The compound of Claim 1 , selected from N-[4-(4-Piperidinomethyl-2-pyridy!oxy)-cis-2-butenyl]-2-[2-(2,2- 
dimethylpropionyloxy)ethylthio)acetamide and pharmaceutically acceptable salts thereof. 

31. The compound of Claim 1 , selected from N-[4-(4-Piperidinomethyl-2-pyridyioxy)-c|s-2-butenyl]-4-(2-pyr- 
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imidinylthio)butyramide and pharmaceutically acceptable salts thereof. 

A pharmaceutical composition for the treatment and prophylaxis of ulcerous conditions, which comprises 
an anti-ulcer compound in admixture with a pharmaceutically acceptable carrier or diluent, wherein the 
anti-ulcer compound is selected from compounds of formula (I) and pharmaceutically acceptable salts 
thereof, as claimed in Claim 1 . 

The use of a compound of formula (I) or a pharmaceutically acceptable salt thereof, as a pharmaceutical. 

A process for the preparation of a compound of formula (I) or a pharmaceutically acceptable salt thereof, 
as claimed In any one of Claims 1 to 31, which process comprises the steps: 

(1) when R2 represents a group of formula -NHCHRW (In which and R* are as defined in claim 1), 

reacting a compound of formula (II) : 




(in which Ri and A are as defined in claim 1) 
with either 

(a) a compound of formula (III) : 

NH2CHR3R4 (III) 
(in which R^ and R^ are as defined in claim 1) in the presence of carbonyldiimidazole; or 

(b) a compound of formula (IV) : 

0=C=NCHR3R^ (IV) 
(in which R^ and R^ are as defined in claim 1); 

(2) when R2 represents the group R2b (R2b represents any of the groups represented by R2 as defined 
in claim 1, except groups of formula -NHCHR^R*), reacting a compound of formula (II), as defined 
above, with a compound of formula (V) or a reactive derivative thereof: 

H00C-R2a (V) 

(in which R2a represents any of the groups defined in claim 1 for R\ except groups of formu- 
la -NHCHR3R4. provided that any hydroxy group in the group represented by R2 is protected) and. if 
desired, removing any hydroxy-protecting group; 

(3) when R2 represents a group of formula CO-B-S(0)m-R^ (in which R^ B and m are as defined in claim 
(a) reacting a compound of formula (VI) : 



(VI) 

(in which R\ A and 8 are as defined in claim 1, and X represents a halogen atom) with a 
compound of formula (VII) : 

Y-S-RS (VII) 

(in which Y represents a hydrogen atom or an alkali metal and R^ is as defined in claim 1) in 
the presence of a base and, if desired, oxidizing the resulting thioether, and, if desired, acylating 
compounds in which R^ represents a hydroxyalkyi group; or 
(b) reacting a compound of formula (VIII) : 
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NHCO-B-S-Y 



(vm) 



(in which Aand B are as defined in claim 1, and Y is as defined above) with a compound 
of formula (IX) : 

X-R5 (IX) 

(In which X is as defined above, and is as defined in claim 1) and, if desired, oxidizing the 
thioether compound obtained; 
(4) when R2 represents a group of formula -CH2S(0)m(CH2)pfiOH (in which m and p are as defined in 
claim 1), reacting a compound of formula (II), as defined above, with a compound of formula (X) : 



s(ov 

(X) 



(in which m and p are as defined in claim 1); and 
(5) when R2 represents a group of formula -B-S(0)m-R^ (in which B and m are as defined in claim 1 
and R^ represents a hydroxyalkyl group having from 2 to 4 carbon atoms, with the proviso that the 
group must include a moiety having the formula -CH2OH), reducing a compound of formula (XI) : 



or ^NHCO-B-S(d)mR« 

(XD 

(In which R^ A, B and m are as defined in claim 1 and R^ represents an alkyi group having from 
1 to 3 carbon atoms and substituted with a carboxy or alkoxycarbonyl group having from 1 to 6 carbon 
atoms in the alkoxy moiety); and 

(6) optionally salifying any product obtained from steps (1) to (5), above. 
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